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3/ 



[0 0 0 2] 

yvh**^>(somatostatin)»i, y|Cp$ljg^ (somatotropin rel 

ease inhibiting factor ; SRIF) Lt, 1973*EK&m2tlfz 0 

^tt-rnssTRi, sstr2, sstr3, sstr4*5 xzrssnt5b4tr&ztix\*& mz. 
«r> ^#^»i~3#hb)o 

, WF^^f^tt^t LT£n<b*tTV>&** K(octreotid 
[0 0 0 3] 



1) 5* 
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lit 2} 



R 



la 




R C Z-E-B G 'x 



C=o R 



1c 



(Ok Q-R 



RifiCi.ioT^^rJK TV-;i^(Ci_ 6 T^^r;l/)^i* ;Rlat± 

TK^IH^* fcttCi^T^^r^* ; ZlJiO,CH 2 ^£ ; E(iS0 2 ,C0^^ ; Bfi4ffcfc*t 
¥£^Tt£l-e^i; ; GiiN,CH3*:f±C£ ; YJiC(0)^£ ; XttNRH 

(Rii*i;fc*JKTs Ci_8r;i/^r;^Sr^-t) ; kt&mi*5-ionm&T V - 
>K 0, S&£XFNfrt>M tftt & 1 & v> L4ffi f u m=f- ^tnArDT'j- ;m 
I Z2»±0,CH2^«r ; Q{i-(CH 2 )x-V-(CH 2 )y- (x* J: tfyttlfcfc LTO. 1.2 
,3A,5ttzm* ; Vti6-12*J|i3l& L< te23t5^#3g^& ; tfiXXmRtt* 

2) ^ 
[ft 3] 

~A 



R 1 - 



R 

C 



la 



Z-E-B- 

Jc 



c=o R 

Z 2 (Ok 



-Q-R 



T 

w 

C5£*> RiiiCi-io t;v*;k tv-;k r y -;i/(Ci_ 6 T;^;i/)^* ; Riaja 



4/ 
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5/ 



fcttCi_ 3 7/l/*/l'* ;zi{±o,CH 2 ^^ ;EtiS0 2 ,C0^£ ; Bl±4t£ 
^^Wl-^l-e^V^-;^^ ; GfiN.CHt tz&C* ; YfiC(0)^& ; XfiNRll 

; Z2{i0,CH 2 ^£ ; Q{±-(CH 2 )x-V-(CH 2 )y- (xt$£ ZfyimZ.LX0, 1,2 
, 3, 4, 5t tzi*6* ; V{il-4cON^5 i m)-2?>0£ *:(;iS£^-ti\ g£flk SB^S&fDS 
^(^«C 3 _ 10 ^f /cti2^^^ JR^KitifH^S- jRic^^iE^ 



\±m fzltCHZ ; Wfi-N(R 2 )-CH 2 -Q-CH 2 -N(R4) (r5) $ Ji-N(R 2 ' )-CH(R3)-(CH 2 )n- 
N(r4')(r5') [R2 R4i5J;tfR5«U l&iLLTTkmm^ l«±©^nif:(±f 

-^#«r ;r2',r4'^J:^-r5' (4> ^LTtK^^ MSmJiO^n £ £J* h V 



3) g£ 
[ft 4] 



/ \ 



Ar-X— N 



\ / 



Z-W 



USES 2003-3106007 




^-v: 6/ 



[0 0 0 4] 

4) 5* 
[ft 6] 




I 



X-Y-Ar 

ii) R 1 4J J: tfR 2 tt-HHftoTBSftaMflt^t t icms^lTv^ 

iii) R 1 ttzltR 2 «±BHLhO#jft«^-i:jBf'frLT-(CH2) n -N = t 

itUS;-NHCORi 1 (S;^, r l l i*T)V*)um, t;vh^vt;v^;v 
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• 



s SO, S0 2 J^{iCO^f 0 ] X~m2tL2>lt&%)%tz{$Z<DM mWFJONL 
4#HS) 0 



■9— ; 

or, C (R9) (R9fi7X^?-> n Kn^*/t ^tiCi_ 6 T;v#/i/*^-r ) £ 
Arfittm^^r* LTV^T % J: V»3Sr#Jfe*, flHfe*** LT V>T «£ V> C3-9 v ^ 



5) 5* 
[ft 7] 



X' 




0 
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) o 

6) 3* 
[ft 8] 




(I) 



Y(i^f/di-CH 2 -Y'- ( Y ' l±jfc#^ * fc tt±«OK«fc 1^^L5 

& * ^ C i _ 6 T )V-jj )i> n, % f z n ^ yit £ ttr v> r & £ v> c i _ 

DW ** «^**tWT*J:v*3 4v»L9Jltfc»«f||lik TkJMC^ 
) o 

[0 0 0 5] 
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x>K^'jyny- (Endocrinology) , 136%, 3695-3697K> 1995 

[^#fraac2] 

M^>X > 7r-73D^;v ^^f jr. > vX (Trends in Ph 
armaco logical Sciences) , 87-94K, 18%, 1997^ 

94 7 4)-s(3L>x (Life Science) , 57%, 1249-1265M, 1995^ 
ItlrMl] 

mw&wmo 98/44921-i-^ 7 vy\> 
mm&M 2 ] 

mm&mmw 98/45285-^* > -7 w y 

E^ffl#ff : mil<Zr^^l086947-t^li# 
[#W^tK4] 

mm^m^m 99/52875-^° > 7 v v i> 

I#lrM5] 

mm^mnm 01/25228-^-/ 7 vv \ 

H^<&ISfilW0 02/16350-^^:7 y h 
[0 0 0 6] 

mmz^x, mm&t l x <D&tifc&% &%ct %> iY&m <d M&tfwm £ fix ^ 

[0 0 0 7] 

i) ^ 



ffi!E# 2003-3106007 




tK^*^ T^iffl&^W LX^X i> i v»«*51t*«r^i-^ Rl £:R2£: ti 

Atm&Lxmmir&mmm^&zTjtB tti> K5^L7 M^mm^mn^^. 
l ; 

xi>£\,mmm&*mL ; 

mtimmzm'tfr, R^t^timm-r^Rmm^tt^iz-m^m^^Lx^x 

Zfei^Zali, |WI— i7tttm*oT> Tkmmir, ^W>B.lr£tH±WMm$: 
7uF9yjr [jar, ^% (I) 4:KHE-r*Ci:*»**] ; 

(i) ; 

3) R^i^o-^-^^^^i;,^ ^^m*^^LTV>T^) iv^Ci 

- 6 T;v^;v-e^^,^# (i) ; 

4) Z^f M^f Lt^T^ i (I) ; 

tBSE# 2003-3106007 



^m. 2003-076435 

5) Ya»^!), Z ai>*frmm : ?'e$>Z4k&fa (I) ; 

6) ii&m (i) Ztt^x-kzwrnrnma; 

7 ) wbx^f >^m^^mmmx$>^mm e ) lem^ia^ ; 

8) v^hx^wN •7 9 2§^it^i«j-e^)^prf2 7) temoa^ 

i i) nm^ftfejittfmis^g^Bf • mmmr«$>z>mz6) mm^m.m,m; 

13) m$M*lKit*to (I) 0^*Sr^-rsit*#|Ki:i-^ N gPfgfUft 

14) mmmtfcitmmm^&<D¥® •t&mm&mt't&tiib^ it&w (i 
) <d&m ; 

15) ffi^Kiifetc-fb^ (I) ^tM^nit^ttfcf^, l£ni?LIfr 

[0 0 0 8] 

^ (i) *p<D&w&§r<Dfcmfc<D\,>Tm&ir ho 

XGrnmrntLxK. mutts* tziuM^wmmw, m&&m&mm 
<{*i&v>L3^) *t**itmM&*ititmnikzi&*ThM 0 m rsttz 
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^-v: 12/ 



tf9/*-^ f7^-;K ^fvf7y-;K ^fyt 
^•9-v'-;k tf»;5S» % tfy^v, l,2,4-*#-9-5? 

l,3,4-t^rt^TV-;K 1,2,4-f 7^7/-^ 1,3,4-^Tv 

-/K ^^Xra-^MJ-y-zK ^>v*f7/-;K ^>X^yf7v*-;K t7F 
[2,3-b]ft7x>, ^fv^ry , ;> > ^y 1 ;^, -O'k-zk *y3r-9-';>, 7 
it^h'j'^ 7xyf7^A 7x/Wa 7*?*J-y^ -f-y^v-Jy 
, WTA *WJ>, *;w-?y*-;K p-1ifrtfyi' > T?Vi?>, 7^ 

3IA-e^$*L* rtM?-f LTV^Ti i^^SfU fci5tf& T^#^J i±> 
[0 0 0 9] 

5ftAt±> 5$; 



Hfei 0] 
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13/ 




^ M^m, 3Vm), - fn, vTy\ kKn^y, I^MtLT^tUv^ 
v>T& «fcv»Ci- 6 T;M^?-tf\ fM^LTv>ti J^Ce-uTV-A'** 

{iv-Ci_ 6 r^^;^r^ y (m, ^f;v7<y, xw^y, yne^r^y 
. ^vynt>75y, r^r^y. y7f;v75A yx^r^y, 

n * -Ci _ 6 T ;V rr ^ y & if ri^tf «b tL* 0 
[0 0 10] 

LTfi, ^Jx.ff, T;V^r;K T^-^ 7;i/*-/K y^nTWiK 

a) Ci— 6T^*^(|fJ% yf^K •x.-^/K 7*ntf;K -fVT'n^K 

b) C2-6T;V^-^;I/(M> fcf~;K -fyya^x^ 2-7'fx;b) ; 

d) ^ >f h »^ L T v^t U v^3_ 8 y ^ n 7 ;v (W, y^ny D t> 
N y^n7'f;K v^n^^^-;K v^n^v-;^ ->^n^7 |, f L ^ v^n^- 

e) *o*2>m.b1&&LT\'*xt> J:v>C3_8~>^ n T;V"5r-;K#!k y^nyo^ 
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14/ 



f) C6-14T 1 ; -M#!k 7x-iK 1-^-7-^ ;k 2-7-7?- ;k 

g) C7-i9T7;v^r;v(M> 7x^f;K ^7x-WfJK Mj7x 

l-^7^;vy?-;K 2-^7^;i^^;k 2,2-^7x-;vxfjv 
„ 3-7i-;V-7*n tf;i/ % 4-7x^;U7'f;K 5-7x-;i/^>fjv), 0i t < 

[0 0 11] 

rfim*£^LTv>T&«fcv^bfcSf^J fcfctj-a r«^*J hltii, 01*. 

v($l> ^fV>^'t^y, J^VVv^vK -fn, y77, ^n^^fcS 

3\ tFn^y, T^y, ^y-& L< fiv-Ci_ 6 T;v^T^ y y^;v 
T^y, 7°nt>757, 77*n fc?;VT* y , rW5^> 

y-^^T^y). LTv*Tfc J: v>5&v>L7j*Ofc£||Uk 

#;v>}^> N #/w<<t>f/K •^str/i//*^ ;M=r^>ft£tvtv*Tk J; v*Ci 

^>vM;K l-t7f^K 2-t7f^^ % tM^tLt 

** 7x^f;i/t^y*;V#-;K y^x-jMfi^^yAi^-iK f'J7x 
~;v^f;^^y*;i/^;v % l-^y ^ ;vy ^;i/^3r 2 -±7^- 
;V^f;V^^y*;l/sK-;K 2,2-v7x^;i/xf-;i/t^y)!7;i/^;K 3-7x 
^^•/nif^^-^rv^;^^-;^ 4-7x-jV/f W^y*^-^ 5-7x 

^ MflU y ^;V^;w^-f;i/ N ■x^;v#;k^^e.-OK y^f;v*;w^/f;v 
„ yXfWMt/f;!/, xf;V^f;i/^;w^^;l/), C6-14T V # ;1/ 
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K) „ Ci_6T;v^r;V7.;i/^-;vr ^ y (M> 

flU ^n;v -Ol^^r:/), C 6 _i 4 T 'J -;V-#;v*f^;i^*;> ( 

m, ^>vM^t^y, l-t7F^W^fy, 2-t7HWv) N Ci- 6 

-^^y^^^-^v-) „ C 6 -i47'J-;Vt^y (#!k 7xyJfy x 
[0 0 12] 

^ *J?)V$-U* b^y, F'j7;Vtn^bJfy N jc]>^v n 2,2,2-h'J7;^ 
DJC>^r-> N -/U^i^ ^yyn^y, 7'f^y, 4,4,4- f 'J 7^07 



tBSE#2 003-3106007 



#12 0 0 3-0 7 6 4 3 5 _ ^-v* : 16/ 



mm r^nr>"fb$tLTv^T^> iv^Ci_ 6 r;i/^;v^^J t LT(i, Mill 
[0 0 13] 

m5%^L7M<Dmmm&<DW-m%mt ltii 1-,2-f tni3-\£uv*j-*> 

; 1-,2-,4-tfzm-^ 3 y/'j v-jv ; 2-tfe«4--f ^ ; 2-, 

2-££l43-^.x^;v ; 2-*^»43-7V ; l-,2-££f43- if n y ;v ; 1-, 

2-ifctt4-^§r/'M ; 2-,4-tfzm-^Tv*V)i> ; 2— ,4— *^*±5— * 
*-9-vy/u ; ; 3--r va-^vy * ; 2-,3-*fct44-if y 

i^v ; i-,3-*fctt4-^?'/^ ;2-b°7v-;v ; 2-.4-4fctt5-ify ^ 
3-4£f44-ify ; l,2,4-t^t^T^;v-5-^Kl, 

2,4-t^t^7v-^-3-^;v ; u,4-f7y7^;v-5-^;v ; 1,2,4- 
^T^TV~;v-3-^;v ; 1,2,3- h V 7VJ i--f ;i/ ; 1,2,3- b y rvy 
;l/ _ 4 _^ ;v ; 1,2,4- b V TV) )V ; 1,2,4- b V T Vy ^v— 3 — f ;v 

; 1- 4 (45- x b 9 vy if <05£ v» L7 Jl o##;8s«3fcaa£a*w h tiz> 0 

[0 0 14] 
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^-v ! 17/ 



N -/n^v-^K r^y^OK ^>^y-f;K -f )v) % ¥&mf h ti& 

% .x > ^ v# ;K 7°n^drv^;u^;i/ N tert-^ h 4- i/pft>tf~ )V?j:t* 

s^y()l>\ iLtii, ^^shV 7 y};w^&- e^'jv>V#;W^^ 

fc&o MfaMt Ltl±, y ^i^^-r^K y*7;^n^f;i/^;v*-iK > y 
e;v*;i>*.x;K 7^;1/;*;v*~;k 4,4,4- h V yyv^u y*?-)\/7.)V*-)l>, 
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^-v: 18/ 




[0 0 15] 

^*'»> -hn, v7^, ^n$*j"ffc$*irv*T<> J^Ci-gT^^K 
, T^y. € / - ^ L < IJ^- Ci_ 6 7^^^7 5 / ;*^;VT^>\ 

•9-3 KK Ci-67^^^*-^7 5 / (ffil, ^f;i/^;i//t-;i/7 5/ , jc^- 
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^-v : 19/ 



®l f f7 , /'j;K fr^j^ )v) tet'-tfmfhti&o m&&<vw. 

[0 0 16] 

Ji\ l&v>L5^ 0£ t < fil&v>L31®<7>^nr>M?-(M> -7-7^ i£it> H 
it> 3^fJt)£^rLTv>-c& J:v^Ci-6T;v^;v(^0> p<^;a j^>>K ^ntf;v 
„ ^y^ntX -/^;a ^fv7f;K sec--7*f-;w tert-7*^;A 

cm^;a fj^no^f;K >9 7;v^n 2-7*n^a^;i/ 
> 2,2,2- h V y iv-tuz-?-)],^ so? y )]/3rU3u?-)V, y°u t?;A 3,3,3- H; 
7Wnyntf^ ^VT'n^K 7*f-;A 4,4,4- b V 7/M-n:/?-/K >fy 
•/f-;v> sec— tert-7*^;A ^>^;a 

. 5 ( 5,5-f'J7Wn^>f;K ^v;a 6,6,6- h 'J y^n^v^&t* 

, l&^LS^ Sft L< lilted L3m<0^uyyj%^(m, 7-y|, mil. 

ny^-;A v^n^>^;A n^*v;v)& £f#^f h*i2> 0 MfaMt Lt 
ii, v^n^nti^K v^ut*^;K v^n^?^^-;A v^n^;>;A 4,4- 
v^nnv^n^^rv;^^ 2,2,3,3-7^77^07^^^ 4-^ on 
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^-v: 20/ 



[0 0 17] 



[0 0 18] 

MAKteitz mmm x$>& mmm^Lx^x^^^-igry^^^ 

l-t7fWW^y, 2-t7f;i/^f;vt^v> 2,2-^7x^;vxf;v 
3-7x-jW7*ne;vt^y> 4-7x-;k7f;vt^y, 5-7x-;v 

[0 0 19] 

audita rem«j -e4>& rrv^j tuii, $ix.f£\ ^::-co-r7 n 

-C0-0R7. -C0-NR7r8 n — CS— NR 7 r8 > -S0 2 -R 7a , -S0-R7a > -S0 2 -NR 7 
R 8 C*+^ R7t±(i)^c*K^ (ii)fm&Z#LX\,>Ti>£\,*j%ibfcmm, t 
tzit(iii) lJft*Srttrv»Ti «fcHg3fcS|i££ ;R7a{i(i) ttJ&SSr* LTV> 
J:v\£tfbfcfjf^ ifctt(ii) IM^f Lt^t^ J:v>«3R5R»«r ; R 8 (± 
TkfRUt^ t tz ttCi - 6 T ;v * ;v £^ L ; R7 1 r8 t i*m&ir Z> &mWL=f- 1 1 i> izm 
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• 



21/ 



[0 0 2 0] 

(i3^<7)(i) (iii)7&^L10JlltSt 

, l,3,4-t^ty77'J;K 1,2,4-f 7y77 1 J;K 1,3,4-f 7v77'J^ 
> f'J7V;;K f f77'j;K 7 7f^;K ^>7ft7x-;K ^>y*7 7 
-/K ^>X^f ^ *V»;/K ^>-X;t^+)-v'';;K ^>y*f77';;K ^>X-r 
Vf77-;K t7f[2,3-b]ft7x^;K 7x7W^-;K •OKVJV 

^ ^fV'fvKV^ ih-^ >?*v'v;k -7 0i ;-;k 4H-*/ i ;> ? -;k <<v*y 

V~;K ^yi;-;i/ > t7f'Jy^;K ^7 ^-9-'; -;K 

„ T^';^-;K 7xty'77x7f7^;K 7x;^y-K -7*;W5 
[0 0 2 1] 

m^ummnmi tLxit, wax, ^mm^mKmrnm^ 

feJ:0 f m^M^^^{m^l^v^L41iO^xniF^^'g-tp4^^Ll4M 
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^-v: 22/ 



# 



e KD7 y -;K en y en y v-;k >f 5 ^v*y 4 $ ^yy >> - 

y*y -;k fTV'J /K fh7t Kn^-ryy /K rl-7t Kn^yfry 
y/K f h7tKntWj;K 7 s - f7t Kn>f vt^rtVV ;k e^ys?~ 
;K ^7y-;K ff7tFnif'J Kn ey 7 b 7 1 k 

n ey 5 v^;K f b7tKn ey r-e^—ZK * y ^3- 

t7f[2,3-b]ft7x-JK fh7kKD^y^;i;-^ 7 f^tKn^y 
y-;K r/K'J-^ -f V-f > Ky—>K xhyfc: Kn^ocy [2,3-c] ey v 
ff7tKn^>X7-b'lf-;K ff7t Kn^y^ty^K jf7t 
Kn7it>h'Jy^ A^tnFn7x;f 7y-K ^tkKn7x7 
**yV-)V, ff7t:K0 7^7y-;K ff7tFnt7f 7^ 

I ty-;K f f5kKnft^rt>f-;K t7^t Kn^v^yij-;!/^^ 

l < a 2 * few 3 ^^tiiiii^if^ tt^> 0 
e v * n [2. 2. 1] ^9 t^mfh tiz> o 

[0 0 2 2] 

» rems^^TLrv^T^ «tv»«[*gsafej K^t* rem^j titii, una 

r8t^£*l& rCi- 6 T;i^;H i:Lt(^ ^^;K 7°ne 
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^-v*: 23/ 



mmmmm team r*ft*«*5Rj t lt(±, R^m^-w^^^ 

Whti&o AflsflfcLTWU ry'J^A T-*r^v>\ ^*^e;w* 
'J>> b 0 ^V^>, tfnv^^, T 77*>, A^ft K 

D ^'^^ 1.4-^T-feVN'>;i3j:^tLt>^^^T^>(^ 1,2,5, 
6-f f 7 H Kn e-j y >^ h f ) ^ WW^ti^o &^-C&^;i/*>j tf^y 

rfim^?:^rLTWT^iv^M*«^J K&lta r^m^J bLXit* hu 
TM^L^fc WiBv^tL&o Sm^co^fi, ^!|x.(il^v>L31@'e^^>o 'tit* 
[0 0 2 3] 

tert-^h*5/*>U^-^). «^*^^r LX^X i> X ^C 6 -i4 
x WMMZ^LX^Xi) ^Ki-iqT J )V*c)Vjt ^is-jj )Vi$~)V ( 

;K 2-tV'OK 3-t7^;k 2-70^;^ 3-70^;^ ^^ijy^ 
;w^-;K ^yyV*^;K tfn y v?V- 1 -4 )V1i)Vtf=- )V) ,^J- 

x-;V*;w^/f;K 1 ;^ 2 -*f"7J-)Vjj fr/^j )V) 



ttifE# 2003-3106007 



#SS 2003-076435 




^-v: 24/ 



# /K 3 - \£V V)Vio)Vj^y( ;k 4 - 1° 'J S^/P* ;k 2 

>>K ttM^liLtv^t^ <tv^C6-i4T'; -)V-ij f^g^lf ttv^ 
[0 0 2 4] 

[0 0 2 5] 

mAiz&nz rsm*j rrv;vr^yj tLttt, atria rr 

J J3u 0it<li, 5£: -NR9-C0Rl0 N -NR9_ C OORl0a^ -NR9-S02R 10 a > ~ 
NR9-CONRlO R 10b R 9 {i7jc ^^ f ^tiCi-eT^*;^ ; RlO{ittrfBR7 

tm*m* ;R 10a (ittrlfiR7ai;|Wl^^ ;R 10 b^R8h|SI^^^i-] TrgEStl 



ttJSE# 2003-3106007 



mm. 2 0 0 3-0 7 6 4 3 5 _ : 25/ 



K> iry^-)Vij)V^^^ K) , ^nyHbStiTV»t4 X v^Ci_ 6 7^3^v 
[0 0 2 6] 

a, 5£ : -o-corii. -o-cooRii, -o-conhrii CsS;^ R n (iH>rffiR7tiwi^ 

v> h'J7;vtn^ h^y*;i/^;vt^y, xf^y^iWf-W^rA 7n 
v * /M^/u* ^ 7*h*^% )V7$-)V* * v) , ^ y - & L < it v-Ci 

> fiJ^^^TLTv^T^ j:v^C6-i4T'; -;v-#;w<^e^ y^r.— 



tHfiE# 2003-3106007 



#M 2003-076435 



^-v! 26/ 



zzx\ [W&&*GLx^xi> <tv^C6-i4T';-;v-*;w^-;i^^-^rvJ % 
ntffe2££^rL"0»T & «tviC6-i4T , ;-;v-^;w^'r;v^-^rvj icis&t£ r 

*^*J i: MIS [W&MttLX^Xi* J:v*5fcv> L7M<Z>^St*J £ 

fi, flfx-fcT* F^ry^ f^rv, h^yih^y, x].^ h^y, ^3rv 
[0 0 2 7] 

tLTV^r t i^Ci-6T^3 4r'>, ^n^^ffc$;h/cv>Tfc i^Ci-eT^^i'- 
iv>Ci-6T^3^-^, ^n^4t$tLTv>Tfc J:vH4-6T;i'3r;i'?-;3-, 75 

5^v^L7MO^«»^S Klil-fny^) , Ci- 6 T 
;l/ rr '>-d _ 6 T ;V n v ^ ft?* & o 
[0 0 2 8] 

) Z^LX^xi* iv»C6-i4T';-;K ^n^>fb£frT^Tk J:vk;i-6T;v 



miE#2 003-3106007 



#M 2 0 0 3-0 7 6 4 3 5 . ^- v : 27/ 

Jt^^#^«fg5S* ($fSL<m-tfn';> ? ^;v) N Ci_ 6 t;v3*v-Ci- 
6 r ;i/ rr 3r v * iffr h Mif 1 & L3l@ <£>g#IS * <€• tL*?tl& L T v> T & «t </*C 

& o 

[0 0 2 9] 

r^«Offl(^FaS:l &v»U6 0^- 9— J t LXit, ^iJx.ff-0-, -S-, - 
CO-, -SO-. -S0 2 -, -NR12- (R^^tK^M^ tM^tLt^tUv^ 
Ci_ 6 t;i^;k tM?:f lTv»t^j:v>Ci- 6 7;v^;i/-*;Kf^;K flEft 

[0 0 3 01 

tLXit, Mx.lt, y^;K ^)v s /nif;v, ^y^ntf/K 
^V7*f;K sec-y^;K tert-^;K ^>?->K ^i^fctt^lf fctL 

r^^r;v-^;v^;i/j t LXit, $Ix.tf7"fe?-;w yn/w^OK y?;4)v 
> ^y?y-f;K ^*^y ^fc^Wfcft&o 

)V*)V7,)V* — )V] tLXit, Wittf^f^^i^ JL^;W*;i/jj^;i^ -7° 



tliiE# 2003-3106007 



#M 2003-076435 



• 



^- v : 28/ 



* ~ ;K tert - f^- )V * )V * - ;V & \f t> ft & 0 

[0 0 3 1] 

(DCi-eT^^l^^^ -CH 2 -, ~(CH 2 ) 2 -, ~(CH 2 ) 3 -. -(CH 2 ) 4 -, -( 
CH 2 ) 5 -, -(CH 2 ) 6 -, -CH(CH 3 )-, -C(CH 3 ) 2 -, -CH(CH 3 )CH 2 -, -C(CH 3 ) 2 
CH 2 -, -CH(CH 2 CH 3 )CH 2 -, - (CH(CH 3 )) 2 -, - (CH 2 ) 2 C(CH 3 ) 2 -, -CH 2 C(CH 3 ) 
2 CH 2 -, -CH(CH 2 CH 3 )(CH 2 ) 2 -, - (CH 2 ) 3 C(CH 3 ) 2 -. - (CH 2 ) 3 CH(CH 3 )CH 2 -) ; 

(2) C 2 _ 6 T;l'^-lx>(M> -CH=CH- N -CH 2 -CH=CH-. -C(CH 3 ) 2 -CH=CH 

-CH 2 -CH=CH-CH 2 -, -CH 2 -CH 2 -CH=CH-, -CH=CH-CH=CH-, -CH 
=CH-CH 2 -CH 2 -CH 2 -) ; 

(3) C 2 - 6 T;v*-l^(#!k -C=C-, -CH 2 -C=C-> -CH 2 -C=C-CH 2 -CH 2 

[0 0 3 2] 

#;i/:*?^>\ #;1/^^e^ ;k i^jr% ^uyy^fix^ 
Xi> J:v>Ci_ 6 r;v^r;i/-^;v^-;K Ci_ 6 T;Vrj^y-^;i/^- ;k ^y- 



thliE#2 003-3106007 



#M 2003-076435 



^-v! 29/ 



[0 0 3 3] 

r^igOJl^ifc l &v>L 6 <D^~^-j (DftMtzmt Lt(±, 
(D^^'^E^ £ Kn^rv^J:^vTy^^3l(m^Sm*^l^v^L31@^r 
LTV>Tfc iV^Ci-eT^^l^V^J, -CH 2 -> -CF 2 -. -CC1 2 -. ~(CH 2 ) 2 - 
, -(CH 2 ) 3 -, -(CH 2 ) 4 -, -(CH 2 ) 5 -, -CH(CH 3 )-, -CH(CN)-. -C(CH 3 ) 2 
-CH(CF 3 )-, -CH(CH 3 )CH 2 -, -C(CH 3 ) 2 CH 2 -. - (CH(CH 3 )) 2 -, -CH(CH 
2 CH 3 )CH 2 -, -(CF 2 ) 2 -. -(CH 2 ) 2 C(CH 3 ) 2 -, -CH 2 C(CH 3 ) 2 CH 2 -. -CH(CH 2 CH 
3 )(CH 2 ) 2 -, -(CH 2 ) 3 C(CH 3 ) 2 -. -(CH 2 ) 3 CH(CH 3 )CH 2 -) ; 

(2) ^n^^ \l Vu*^&£VtisT;frbmi$tiZ>m&m*l%^L3m% 
LX^Xi>X^C 2 -eT^^r^\y>(0L -CH=CH-, -0^-01=01-, -CH 2 - 
CF=CH-. -C(CH 3 ) 2 -CH=CH-, -CH 2 -CH=CH-CH 2 -, -CH 2 -CH 2 -CH=CH 
-> -CH=CH-CH=CH-. -CH=CH-CH 2 -CH 2 -CH 2 -) ; 

( 3 ) au^^ t Kn^yfeiOfyry^^Kf^fM^l^v^LSM 
ttv^^iK 2 -67;K-l/>(i % -C=C-, -CH 2 -C=C-, -CH 2 -C=C 
-CH 2 -CH 2 -) ; 

(4) ^.X^K^m^W^Wil ^L6^-f - : 
-alka-O-alkb-^ -alka-S-alkb-, 
-alka-CO-alkb -alka-SO-alkb -„ 
-alka-S0 2 -alkb -alka-NRl2- a lkb - ; 

(5) ^X^ti&^m^W^^ ^^L6<D^— V- I 
-alkc-C0-alkd-NRl2-alke-. -alkc-NRl2- a lkd-C0-alke 
-alkc-S0 2 -alkd-NRl2- a lke-. -alkc-NRl2-alkd-S0 2 -alke-. 
-alkc-CO-alkd-0-alke-. -alkc-0-alkd-CO-alke- N 
-alkc-CO-alkd-S-alke-^ -alkc-S-alkd-CO-alke- ; 

(6) ^x^fL^>±m(om^m3^^L6<7)^^— 9— : 



thliE# 2003-3106007 
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^■-'J: 30/ 



-alkf-NRl2cO-alkg-NRl2a- alkh _ % - a lkf-C0NRl2-alkg-NRl2a_ al 
kh-, 

-alkf-C0NRl2-alkg-0-alkh-, -alkf-C0NRl2- a lkg-S-alkh-. 
-alkf-NRl2C0-alkg-0-alkh- N -alkf-NR^CO-alkg-S-alkh-, 
-alkf-S0 2 NRl2-alkg-0-alkh-, -alkf-S0 2 NR 12 -alkg-S-alkh-, 
-alkf-NRl2S0 2 -alkg-0-alkh-. -alkf-NRl2S0 2 -alkg-S-alkb-. 
-alkf-C0-alkg-C0NRl2- a lkh-, -alkf-C0-alkg-NRl2c0-alkh-o 

(R 12 i*m&tmtemi iR 12 *imm 12 tmig;mz ; a iku aikb> aik C> aikcu 

alke, alkf, alkgis J: tFalkhfi, R-i^iJUftot, '^uyy]%^ KKn^ 
[0 0 3 4] 

Btt, Kt L<aCi- 6 Tfr*U>, LOi-dfe--, -(CH 2 ) 2 -& 

Yti, L<liCi_ 6 T/MrV'>\ -alka-CO-alkb- (fB^ttlttB t m 

Y a tt, ffiL< t±*S-^fc e 
[0 0 3 5] 

Rlf fcttR2t>^$*L* rK8U£*^LTv>T& J:v>«3fc5|iafeJ LTIi, tufB 
R7^ LT^Lfcfc WWb*L&o 



ffliE#2 003-3106007 



&m 2003-076435 



^-v: 31/ 



«\ ^e;v*';>, ^^e^v^ ^Vf>, e^5y>, t'DVyy, 7-t? 
*ir**^»fc>tL*o jfir^-e**^*!; tf^v^ tfny$;> 

[0 0 3 6] 
[0 0 3 7] 

£ i & L3^^r b x ^ x i> x v> c i - e t ;v 3r & o 

R4tR5^«^-t-5,^M^-^ t & «^i-^> [w&mzmi-x^x i> x^m 

J tc^tf* [Ml tLXlt, ii(fC 3 - 6 y^n7;^^ 5&v>L10.RO^# 
X zmmW>1rfr h jiff ti& 1 & v> L4#| <£> ^ f n ^ 5 & L 10M 



mSE#2 003-3106007 



#H 2003-076435 



^-v' : 32/ 



# 



D ^». ^^'A -fs^y;^ e^yy^:^ t?^ 



rsm*«:^tTV^T^ J:v^ tcis&t^ rg^*J £LTfi, Huffi rg&* 

tea* (i) k*5v*t\ R*&£m5<D-jjtfykmw^x$>t)^ m-jftm&mz 

T / h M f £ *t £ g ^ ^ * 1 & 1 31@ % L T v > X & J: v * C i _ g T )V )V X & *) . 
[0 0 3 8] 

R6-e^£*L£ rg|&*£:#LTv>-c& iv^ > Ki;;v^J rgj&^J 
tLTti, tfffS rg^«r^TLTV>T^ J:v^5^v>L7M^«^^J [ 

;i/-#;K1?~;K Ci- 6 T;vn^ ;k ^ey - & l < tiy- Ci_ 6 T 
, ^^7t^;k ^V5;i/75y, ^W^ltZtix^x £ v>Ci_ 6 t;v^ 
*-^7^/!5;TO^o 

grn^ifc^. ^jx.{fi^v^L3'i@-e^)^> 0 ttz, w&mm^m^om^ 



mm 2003-3106007 



2003-076435 ^ v * 33/ 

[0 0 3 9] 

-e& & o & ^-e & > y ;k 9 ;k fh^tKn e y ;k 

yy-;v, 7h7kKnfiy[2 ( 3-c]lf'Jy-;K y- h 9 Kn^vXr-S fc? 
-^^W4U\ £*)*>U\ t>'Jy-;v L < til- fcf^y 

[0 0 4 0] 



ffiiE# 2003-3106007 
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^-v: 34/ 



Cz-q^?ut)V*)U, ^uyyjt^tix^xi> iv^Ci-eT^n^v, ^ny 
[0 0 4 1] 

tufa rs^^^Lrv^T^ iv^^SJ Ki3&t& TSm^J £LTte. ^; : 
-Yd-Ar (Yd(±^^t7t(i±fIc0igT-i5:l^v^L6O^^— 9— £ A A 

Yd-e^£*L& r^#;<7)^i5:l^^t6(7)^^--9--J tLTJi. huIBB t L 

%&Xi>, Ci-eT^W^ -alka-0-alkb-. -alka-S-alkb-. -alk 
a-CO-alkb -alka-SO-alkb -> -alka-S0 2 -alkb - (ffi-^tiiiuffi 

Ydli> 03L<ti, Ci-QTfr*U>^ -alka-0-alkb-, -alka 

-S-alkb-. -alka-CO-alkb -alka-SO-alkb -alka-S02-alkb 

>\ -o-. -s-. -co-, -so 2 -%t<x$>z>o 

[0 0 4 2] 



mSE#2 003-3106007 
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-^-v: 35/ 



# 



i±m^m$mmw& (m> t ^vvjk ?-tw;k **-9-v*';;v) %t*x* 

[0 0 4 3] 
[0 0 4 4] 

l^Ci-QTfr*^, ^D^>"ft;£tLTV>Tfc iV^Ci-eT^n^v, 



tBiE#2 003-3106007 



#M 2003-076435 



^-v: 36/ 



C 6 -i 4 TU-^ »JL<tt7x^) *^(i5i/cf±6M^#^m^* («, 
^^/'JJK f7/'J;K t^t/'JJV) mt L<(iC 6 _ 14 T';-^ (jft 
L < Ii7x-;v) ] -eab^o 
[0 0 4 5] 

*J tt, ^L<fi^:-Yd-Ar (Ydi3J:t>*ArfiHu|Bt|^^^^-r 
[0 0 4 61 

r><b$ttTv^T% «£vk;i- 6 7;i^;k ^o^>jb?titv^^ £v>Ci_ 6 7;v 

rr^v, ^n^^b^ flX ^X i> X V>Ci_ 6 r )V*)V- * )Vtf=.)Vtj: if) 

x^xi> iv^Cg-uT';-^ ^n^>^^tLTv>T*> J:v^Ci_ 6 r;vn^v. 
3 h\ *;w^-f;K ^^^^>^$ttTViT^ «J:v^Ci_6T^^;v-^;v^;v 



mgE# 2003-3106007 



#H 2003-076435 



^-v: 37/ 



b^Ci- 6 t;i^^ix> ($f$t<«-CH 2 -) ; 

YmisTfr*\sy ffit L<(i-CH 2 -) £ Ttti-alka-CO-alkb- ( 

R 3 ^tK^J^^- t tz l± C i _ 6 r ;i/ 3r ;u ; 
R 6 ^ § 3--f > KV ;i/ ; 

Z^4fi(^: -Yd-Ar [Ydli, $ftL<(±^^ > Ci_ 6 T^^ 
^> -0-> -S-, -CO-. -S0 2 -£;Ar(±. fttL<te^uy>JM>^ 

Tv^T'J) iv^d-gT^n^ri/, ^n^>f[:£;h,Tv>T& J^Ci-eT;^^?- 
tFn^ T^y, •=ey-^L<{±v-Ci- 6 r;v^;vr^y, 

>K ^^'7T- ; e^^^i:^^S{ftL^,i^v>U3'f@<7)S^^^-LTv>-c^ J: 

& i - tf ^ y-jv t (i i - e ^ 9 s> - ;v ; 
z a^7K^T-e^>^>^% 0 

TV>T^> iV^Ce-uT 1 ;-^, ^n^>ft£tLT^T& iV^i-eT^n*^ 



miE# 2003-3106007 
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^-v: 38/ 



B#Ci_ 6 T^l/V (04L<ii-CH 2 -) ; 

Y^Ci- 6 T;V^I^> (04L<fi-CH 2 -) tfctt-alka-CO-alkb- ( 
ffi-^(±|tfie^iwi^a^^i-) (04L<te-CO-) ; 

^'Jy^ ^7y>, tfnvv*>) 
R 3 ***^^ 4 tz (± C ! _ 6 7 ;V * /U ; 

Z**4ffifcg*: -Yd-Ar [Yd 14. 0*L<lij»^, Ci_ 6 7;v* 
p ^ ~°-> -CO-, -SO2-* ; Ar (i, SfiKliAD^^, 

Tvvr* J^Ci-eT/Uri*^ ^n^ftsftwcfc £^Ci- 6 7;i/*;Vf- 
4 1 - kf-^ V 4 (±1- 1?^ 9 v - ;v ; 



ffifE#2 003-3106007 



!$m 2003-076435 ^- ■ 39/ 

[0 0 4 7] 

=J*i^ ^NO^>>fb$ttTV>T^ «tV^Ci-6T;V^r;V-*;VsKr.;i/^^) U 

v> L3«oe&a££**L**;fc^r LX^X & i V^-i4##»UfcffcJt*£ fcl±5* 
B^Ci_ 6 T^^l/> (0SL<{i-CH 2 -) ; 

Yi)X±-sT)V*VZ' (0$L<ti-CH 2 -) £ fcti-alka-CO-alkb- ( 
IB-^t±lr|Bfcra*«|*^) L< ti-CO-) ; 

Rlfei:^2^|wi— ttz\t^t£^xCi-^T)V^)V (0$ l < t±p»f-;v) ; 
R 3 ^ j tK^^- i ii c i _ 6 r ;v * ;v ; 

^) ; 

-r h 9 Kn^jny [2,3-c] fef 'J /k> f- h 9 Kn^>Xy**£ tf 



ffilE# 2003-3106007 



#H 2003-076435 ^- v : 40/ 

[0 0 4 8] 

^>fl:£*i-cv>-c& £v*Ci-67;v*;k ^n^>fts*L-cv»Tfc £v»Ci-67/i' 

s\ur>ft2tiT^Xi> £\s*Ci- 6 T)\/*)l>^*, 757, ^ - L < v-C 
#^tS*SUfe (»iL<(il-en'jy-;i/) , Ci- 6 T;vrriir^-Ci_ 6 T;v3 

b^Ci_ 6 t;v^ix> l<{±-ch 2 -, -(ch 2 ) 2 - ; l<« 
-ch 2 -) ; 

Y^Ci_ 6 T^^rV> (£F2L<&-CH 2 -) tfeii-alka-CO-alkb- ( 

fe-^tiHufstisi^a^^-r) («FSL<tt-C0-) ; 

Y a 7&**fr£#- ; 

Rl£ J: t^R2^*|Bj— £ & 0 Tyfc&liC^* C 2 _ 6 7 )V * tz &C3- 8 v 
RH^K^JW^ * tz it C i _ 6 r ;v * ;v ; 

; 

(0SL<iiy7nA^y;i,) is X TO : - Y d - A r [Ydli, jfiKli 
Ci_ 6 T^^^>, -0-, -S-> -CO-, -S0 2 -£ ; Arte, jfiL 



tbfE# 2003-3106007 



2003-076435 ^- v : 41/ 




^n^>>ft;£*L-cv>T& iv^Ci-gT^n^y, Any>j^ KX^X i> X 

^7<y, *w>y, #;w\^e-OK ^*#;w\^e^f ;m3^>- 

4b£*LTv>T& £v>Ci-67;i'^;i'-#;i/;*r~;K ^Nn^Xb^tvTv^T & J:v> 

st tzmM^wm.m^& ff^yj^ f7^'j^ ^^w^) [ 

. Z a ^7Jc^tF-C & & jt^#o 
[0 0 4 9] 

rXb^ttrv^T^ iv^Ci-er;!/^^, ^n<r*^fcs*LT^T& i^c^gr^ 

n^v, ^vr>"[tZtiX^x$> J;v>Ci-6T;v^r;v-*;i/^;v^if) 
T^tU^C 6 - 14 7'J-;K ^ny>4b$*LTv>Tfc £^Ci- 6 7;vn^v. 

1 _ 6 T;i-^r^T^ y\ ^^^^>jk$tLTv^T^> J:v^Cl- 6 T;^^r;^-^;^#^'9- 
(0f L<}±l-tfn';^^;i/) , Ci- 6 T;W3^v-Ci- 6 T^3 

B#C 1 -. 6 T>Mfl'>' (^^L<(i-CH 2 -> -(CH 2 ) 2 - ; $*>K£f£ L<(i 
-CH 2 -) ; 

Y^Ci_ 6 T;l/^U'> l< te-CH 2 -) */c(i-alka-C0-alkb- ( 



mtE#2 003-3106007 



#$S 2003-076435 



^-v: 42/ 



R 3 # 5 >Kft JIC^- * tz f 2 C i - 6 T ^ ;i/ ; 

R4£ i^o-^^^^T^ 19 , im-t) s Ci- 6 TJP*)V ($f £ t < te^ 

^) ; 

Z ^ 4 fete t: Kn^ri>^ ^M3^>^$ ttTv^T ^> <fc v*C3— 5 V:? n T ^ ;v 
(0$ L< fiv^n^;>;t/) £ J: : - Y d - A r [Ydli, »iL<(i 
Ci_ 6 T;^l^ -0-, -S-. -CO-, -S0 2 -£; Ar(i, $f £ L 

>K ^n^>lfc£*LTV>T& J^Ci-eT^r?^^ ^u^y^tiX^X & J; 
^Ci-eT^^r^^^-, fcKn^v. 7^;, L< fiv-Ci- 6 T;t^ 

^7^/, A^^y, #;w^e^f;K /\uy> 

ik^tix^xi* &^Ci-$T)V3r)v-jj)Vtf-)]/, ^uyyikztix^xi> iv> 

mitfirti^Lx^xi>x^\ c 6 -i4T';-;i^ (ffji<ii7x^) 

sttz mm^wmmmm y-v? v u ;k ^ r v y ;k * * -9- v v ^) [ 

&iL<!iC 6 -i 4 7'J-;i/ (Iff Kii7i^) ] ^^f] X^fih^h 

m&tiz, i ^^{±2ii<7>g}^^^-tL>rti^ri-^i-t: o ^u ^-;vt^t±i-e^ 
z a ^mw^x^hit^o 

[0 0 5 0] 

^e-r>Aia, 



tBSE# 2003-3106007 
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^-v: 43/ 



mmwit<Dm.<DifrM%mtLxi±^ mm, mt^mm, mm, mm, v^m* 

^> vj.^^ 15^ ^W>^ ^>^ N n/^gk «;>rfgg, tV^T, 
^>-tr>x;w-js>^ p - t<Dm^mf hfi 

rnttr^ ymt<Dm.<D#f-m,%mt lxu, T^^y^^m, ^yw*¥ 

#flx.^> (i) (i) tir/v^v^ 

mm m, tf 1 ^^ ^v^a^^^) , T)v% v±m&mm m, *;vy 

V&m, V^y^Aig, 7>^-)AMt' 

x&^xx^ 0 (i) ^m*ttWt^^^ri-^J#^ ik&m (D 

W>$?^ ^-^H^ p-Y)V^>^)U 

*>mm, t^mm, m^mm* t^^mx^>^x 

[0 0 5 1] 

ibk% ( I ) O -f n K 9 y Cf t it , K £ & ^liffTttf^ S 



mmm 2003-3106007 



#M 2003-076435 *? : 44/ 

# • 

Mb, 7;v+ML fl^fb stutter (i, fb^$j (i) or^i^ 

3 t^Mfc, 7 7-Mfc, ^W7 5y*^jJf-/Ht, (5-^^;i/-2- 
3 - y* + Vl/>-4-'f M ^ h^ry*;V^-Mb> rl>7tF 
n^-Mb, eny^f^ft, \>xu4fr***/**M^ tert-7* 

fb^# (I) <^7Km3I^Tv;Hbx r/i^/Wb. ») A,m4b, isdBMtStufc'ffrfr 
to (M> fb-grto (i) ©7jc^^T-t^;Wb> h-r;Wb, ^n;v>fMk 
„ tfMn^;Hb, -^v-Mb. 7^rV;Hb> 7 7-ML ^f;i/7 5/^f 
;v * - ;Wb $ Ktz\Y&q® & b*) ; 

fb-£to (i) o*^sK^r'>^3fe^^7- Mbt3ti±r^ Mb^tt^b^ (®k 

fb#to (I) 0*^^*>^i#xf;i/x^f^ft, 7x^;i/X7,fM^ 
^y^f^fMb, ^f;V7^^f;i'X7fML \£siuj 
^f^xXrMk> ^ h^^V^—^^vJ^l^^xMb, 7^'Jy>x 
^tML (5-**-/l/-2-:*-*y-l, 3 -vt^py l/>-4 ->f 
;Vx^fMt v^n^s^r->;i/^-^r'>^;i/^;vj.^-;vjc^x;Hb> ^f;V7 5 

ft-^to (I) <Z)7*n K9?^i, J£Jll#j£l 9 9 O^fiJ riS^ n D pO^ 

j wumfr^mn 6 3i^tj 1 9 8KKmmztir\,*& ^im^t? 

fb-g-to (I) K^b1-&&<^£oT& iv>e 

[0 0 5 2] 

JBIT^ ft-^to (I) <9§£jti£Kov>Tfft&-f «i> 0 

£ 77vi, * a v^i^tL^igr Lfcri*o T^at-f & 1 1 £ & « 
&TO**-Ai*fcffitt$*LTv>Mb^tol;^ tt*3&ftLTV»T*> J: <, £<7) 



ffiSE#2 003-3106007 



#12 0 0 3-0 7 6 4 3 5 • 45/ 

& g#<2r£no;£-&, ^x.(f, * - # - v ? • 7 r > ^ v a :r-;i- • f 
• yw?V— -> 3 >X (Organic Functional Group Preparations) 112^ T 

JJ-TS, y?7°\sXft (ACADEMIC PRESS, INC.) 1 9 8 9*FFiJ ; n^y^j^y^y 
' * ~ ^ ^ * b7>^7t-^-ygVX (Comprehensive Organic Transf 

ormations) VCH Publishers Inc., 1 9 8 9 ^fiJ^KfS*^;^ h&WZZfi 

[0 0 5 3] 

O^-A 1] 

Mb 1 2 ] 




(la) 



tBffiE#2 003-3106007 



mm 2 0 0 3 -0 7 6 4 3 5 v : 46/ 




[0 0 5 4] 

R-e^^tL^^;v#^v;^^^t LTii, fllx.!*, C i - 6 T;W^r^ ( 

) - c 7-i i77W (M. „ 7.x-;k hj^;k v 1 ;^ 

(flk HJ^f;Vy >; ;K > y v V ;v N y^tf;i'7xx ;i/-> vj ;K t e r 

t -7f;VyVf;i/y'j;K t e r t -rf^vxf^yij > C 2 - 6 

3^@co^n^>^ 7 7|, i&St, 3>y|t&^) , Ci- 6 T^3 

Llt7tfiL4^^tt^> r«*J tUlt I£lf, (1) ;Nnr>I? ( 
flU :*St. 3->f!t&^) , (2) ^n^>^$ttTv^T^> iv^C i-eT 

)l<2r)V7,)Vfc~)V*3ri, (#)J, ^ ^ y )V^=.)V^r 3r v. 

h ^ 7;l^n^>^;w*^;i^ * % (3) fM^tLtv^^ 
i^C6-ioT'J-;^W-W^ry, (4) tKo^y, (5)Xfis> 

- 6 t/Mt/k ^W>i\:Zfix^xi> x^>c i-q t^^* zsftiftfmf h*i 

o 

[0 0 5 5] 



ffiliE# 2003-3106007 



#K 2 0 0 3-0 7 6 4 3 5 v : 47/ 

#ISTtt, ffrfrft (II) (ill) Zizi±*<DKJ&m$mfo£*EUB 

zitzztizx^x* it&ta (iv) ^sirra,, 

tt&m (III) OYKJS^T. MH^Ll^^i-^Stl^m S0t^{iS0 2 

(II) , »l~5Sioft^ft (III) , ££tfifoi ~2^*<7)^7JCM 

OBfoklB^JJ fcLtli, 0Jx.«T, yy^n^yj^j^yM 5 K (DC 
C) > 1 -jr.^;i/- 3 - (3-yVW5;ynt» *;Wfy^K ^ 
. m. (WSC) &£f7fr*Wb*l&o &^T?*>, WSC«U*o 

jiHT>&- 2 0 1C~& 5 0 #F * L < t±£ffi-e**o 

sfcRJofi* iK-5?Jwjc& £ N m l ~ l . 5 MM<7) 1 -fc Kn^y^>v* h >; 7 V*- 
/u (HOB t ) $ fcli 1 -fc Fn^rv- 7 -TiF'«>V r h V 7'/-^ (HOAt 

mitm xmitvw^ fcmiti-vvvj*, *j*ft*v*A. omit** 
„ Tfrxv&m* titer frjjv±m&m<oT$ vm yf^A 

75 K\ tb'^A7n\ 'Jf->A^V7nt?;i/7 5 K, V?-?AZ?*s?u 
^'WU', 'Jf^AA^f^y^^K, th'j^AA^^f^ 
->9^K> flV^A^^-^v^v'^K&if) % 7;v*U^IJ^Ii7;vj!f 



tb|jE# 2003-3106007 



#H 2003-076435 



48/ 



v h\ * y * A tert-7h^>^ if) * JfOBfcBtffe ; 

>y*A, Tkgtft^y^A. TK^by^^A, 7«4b^y *A&if) . r;w^y 

Mikmi- h'J^A, #tM7Kif # y •> A & if) & if O&t^S ;&£Tf 

/M*y>. ^f;V75ye'jy>, DBU (1, 8-y7ft*y^n [5. 4 
. 0] ^>f^-7-x>) N DBN (1, [4. 3. 0] 

y >- 5--x>) %t*<DT^>m, ^lilf^'Jy^, ^^v'-;k 2, 6-;v 

YV^)^T< 4-y^W5/t?'Jy>^«j Lv , o 
[0 0 5 6] 

ii) *frtf*i'<DEU&msmfct:m\<*&-fti£ 
it&m (III) OSXStt«t*f*:i:j»l-5^* (^Klil~3il) oft 
(II) ^©tt»««f»-CKJ£$*«So 
Rb^t/ (III) OSjStt###J K£l7&KJ£f£lf##:i: Lt(i, 

K (flU i^ny h\ i7n^ K&if) , («, Ci_ 6 T 

fj )]y^>m, c 6 _ i o r y # ;^f>if fcac i _ 6 

if) , ?&ttx.^T-;v (M> IM^Lt^tUv^x/- 
;K 1 - t Kn^y^>y*h i; TV-;K 1 -fc Kn^y- 7 -Tif-^vy h y 

o r >ft S tLT v*T & i v> C i - 6 T /l/ a * & if 5, *t * o ftiotti 



tbiE# 2003-3106007 



#12003-076435 v : 

i^tl^LTffi^t^iv^ f7^Kn77> (THF) „ 7-tf 

afcfWfi, amilJ 5 4 0 L < Ji**j 1 ~ 5 mmx$>& 0 

&SfcJE& & 1 ~ 1 0 M§*, 0 i£ 1 < Ji^J 1 ~ 3 mm;<Di&&<Dft 

2^acS*± % j&KfcJSC, $j0. ftt L<i±&jO. 1-0.5^*0 

[0 0 5 7] 

sfc, >fb^» an) (DYiz^x, mmLiKMig-f&mmtfcom? (r7 

#*vrft^*3j:tf:*;w^^Mt&Jfcf;J\ fllx.l*ffc£-® (II) : 
L2-CO-L3 (VIII) L2&£V*L3imm&*7Flr] T^Stta 

!^ ^: H-Yb-Yc-Z (IX) [^^K Y b }£NR 

7 (R7ttffifBfcra£IS) tfc{±$MfC^£, Ycte£II<9i§(^:lfcv>L5 4>* 



WliE# 2003-31060 



#M 2003-076435 



: 50/ 



L2^J:^ L 3-e^$^ niij £LTJi. TftfBLl^ LTlWLfc*©** 
Y c X^fh^ [^mom^Wtl fcv>L5 0*^— 9— J t LTIi, fflgBY 

[0 0 5 8] 

s*^ ft** (in) <0YK:fev*-c\ Kj**Linif«'t&'gri6afe^*^^- 

KT/^/WtEJEfcOU flx-tftofr* (II) #&l~5^Jfc (#f:L<f±ifol 
~2^») co^t/ (III) fcfc, M<7)#«T, ^ttM4>t«>$t«i 
£ &c <£ o X$f£>fi& o 

ffl**i, «x.tdf^i» (ii) |;^tt, *&l-5iiT*4 0 

;VAT* K (DMF) „ 7-bb>, ^*/-;K tfVv^ ^tWit^o 
£Ji5i&j8?HJ\ 2 0 "C- 1 0 0 t:, jfiL< 8 0 



ffiiE#2 003-3106007 



#M 2 0 0 3-0 7 6 4 3 5 ^-i? ; 51/ 

[0 0 5 9] 

£^~> (in) oYtci3v»T, K«a£Li^B»i-«tri6afe* t ^^w 
»-e**»^ *:rg«\ (ii) t^:: ohc-Yc-z (x) 

S*xW7/l/*/MfcRJGS»±, gfr^J^fe, M£(f, Ib^t* (II) £$jl~5 
^» (ffil<iil~2if) (Dit&m (X) tfc&m^SHfc&O^T, TOtt 

m r&m&mikvg] t Ltii, tiff, fcrnfoTfrz-vA, tk^t^^- 

tf'J'fA, (M> #9>-THFft!6, ^T-3-;VsK7>^^) % 

ft-a* (x) <D&m*i±, mz.im<&m (id wit, m-s^s, »*t 

S^«JK« % Mv^^7fc^b%<7)M^J; lt)-7 0t~ 

^npw o . i mm ~ 4 8 h#wc* * 0 



ffiiE# 2003-3106007 



#M 2 0 0 3 -0 7 6 4 3 5 ; 52/ 

[0 0 6 0] 

m^tzit&m (id . (in) , it&6o (viii) . tt&m ud 

TfiY&m (X) fi, g #<&£fl <D \z Lfzff-=> X Mi&lr Z>Zt &X £ & „ iilf 
, iY&m (II) ti, h 7-\Ko> l/^-X, 39, 3445 (1998) Irf- 

7^Kn> l^-X, 39, 8729 (1998) &^ffii$<7>^&> v>(±.T frKm 

[0 0 6 1] 

Jim 2 m&mKB) 
^urnxit^ vc&® (iv) zutfkmKfcMt-rztizx 19, (v) £ii 

x^i3 (t ^ K-fkaeo 

#X©-eii. (V) t-fb^ (VI) t&mjBmtZZtkzJ:*), 

(la) &sii?-* 0 

wmx^tzit^m (vi) s #2r£n ^ l 7t xmtt &x § 

o 

XH4 (^:-Ya-Za (#ffi^-«ffit ^^^^1") T^^tL^^O^A) 
«@T^±, it^m (la) (VII) t*aSmiU:J:oT, ft 

(i) zmTk-t&o 

IMBLfc'ffrfr* (VII) «u £#^«>^fcLfc#oT»6*r 

& o 

[0 0 6 2] 
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iffH2 0 0 3-0 7 6 4 3 5 ^-v : 53/ 



Mfcl 3] 

^S^Io + r \X^ b " ncG h -«I 

Iz-HzT ^Y-Z (XII) 
(XI) 



Za-Ya"^ ^Y-Z Za-Y.^^Y-Z 
(XIII) (lb) 



I§3 
► (I) 

„ C 7 - i 4 r ^>>> 

7*n>OK N, N-^W^/^fl/>, y'J)l/ (M, h'J^f^y'J^ 
, h Vxfjl/yij;^ y^fJl'7i-^y'J;K t e r t-^VyV WJ 
;K t e r t -rf^yxf^y'J N C 2 - 6 T;i^~;l/ ($J> 1 — T 

> 7^1, ItX^ 3^^^ if) , Ci_ 6 7;^^y * h^rv, -x 

<B««£fc^ JfiL<in'J7^n7«bf;v, t e r t -7* h #->#/M?-/l/ 

[0 0 6 3] 



ttJSE#2 003-3106007 



#S 2003-076435 



^-v: 54/ 



(xi) Mt^# (xii) t£&j£$-£&.r*:Kj:o-c > ffc 

-£H& (XIII) *o 

«3I-Cf3\ 1t<&m (XIII) Sr«i«KSJi&^#-rifctcJ: 0, -ffc^ft (lb) & 
Id Lfci*otff fc>ti& 0 
ttjg-eii, (ib) *7;v^r;WbM^4c#i-c:ticj;oT, (I 

MKSJiSfc MMK Lxftt>ti& 0 

[0 0 6 4] 

tufBL^fc^ (XII) &fe<k%\<D^m~ Lt^o rSISt^* Z.ttfX*b 
ftfffBLTMt^ (XI) W\ 0Ux.l^T<O^^-A 3 TvT$^Mt: L^:^ 
[*3r-A 3] 

Kki 4] 



(IV) + (VII) 



X?I1 




X=fl2 



(XI) 



(XIV) 



[*t>0|B-9-*±TWIBfcRlift«|*^i-] 



tBSE# 2003-3106007 



#M 2003-076435 



^-v : 55/ 




[0 0 6 51 

Umi (5ft: -Ya-Za (^-f f i mTf fi <b R*H*jjjrt) ^$ii«5ifi5#X) 
ttflT'fi, <b^-t? (IV) Mt^tJ (VII) t oT, lb 

&® (XIV) & 0 

ttjg-Cfi, fb^-tJ (XIV) 4rJtt««RjE6tc#-rifc^J:0, (XI) * 

[0 0 6 6] 



[0 0 6 7] 

mis \T)v-=i-)vmnm\ ^lt{±, mints >rv 

•7'£mv-;K t e r t -7? J ~)Vt £ t^mfhfi^o 

yy> (THF) . 1, 4-v^-^^>, 1, 2-y^^/x^>^i:W 

mffe i~^#JjU£i§SJ atli, tfij^f^ ^>"tf>\ MIax:^ e 

luffi TT^ K^WJ t Ltli, ^ijil^ N, N-^>f;i/^;U7 5 K (D 
MF) . N, N-y^f;VT*f7^ K\ N-^^fcfttvj K^&W^f^tL 

& o 



ffiBE# 2003-3106007 



#IR 2003-076435 



^-vl 56/ 



SO) •kZi&£\?t > fL& 0 
[0 0 6 8] 

T««3£ * B&fc-T & £ J: 0 B -5 i § & 0 
[0 0 6 9] 

yne;K ^v^ntX r/f-ZK t e r t-y^&if) , 7i-;K 

Mj^;K c 7 -i 0 t^;v^;v (M> ^-^fr^) , *;vs;k Ci- 6 r 

;v^r;v-*;i/^;u r-fe^;V\ /nt't-^if) * ^?>W;K C 7 _ 

xfA">iJ^ ^Wxi^'^, tert-rW>W;^, t 
er t-yf;l/yxf;w>V;v^^) „ C2-6W^ (#!k 

fc>fc^) , Ci - 6 r;vn^rv p^b*^ x.b*~>, ^n^v^if) 
* fcfi- h n 4 ^-eiljfe $ fir ^X & J: v> 0 



tfJIE# 2003-3106007 



VfrM 2003-076435 ^- v * 57/ 

~? 7 As— "fx <iy 3r — jf—y? y>^v7 (Protective Groups in Org 
anic Synthesis) , John Wiley and Sons TO (1 9 8 0) KfBHW^ftfcirKJS 

[0 0 7 0] 

vc&m (i) a. mmmm, ma&m. mm, M*m, w 

*7t, (i) omwc&m (Mie^^-A i> 2 jcfBfto^a-fb^) 

& £ £ & < * WJBm&m t VX^<DTM<DWMt Ltf$ tit & <£ v* Q 
ifc. (i) (±. tM»-c & 2Mc*dWt?* otUv\ 

<k^t? (I) 3fc**tt#, ALfcmm*. Stltt#:, EHE*ttfl:*-M-f 
S^tcii, £*i<b Mfc^tj (I) i:lttlr$*iSi:i:4J:> gfr&fcl 

it&m (i) tc-gL-g-^tt^o 

1" & £ t K X «9 ft3MH£# * # & o 
[0 0 7 1] 

1) 

7*M£tyfc^tt&fb^# (®J£ii\ (+) -WyVi/gL (-) -t^t* 
frWL, (+) (-) (+) -l-7**?-)VT$>, (- 



tB§E# 2003-3106007 



2003-076435 ^-v* : 58/ 



) -l-7x^fJl/TrA v>rr->, (-) -->>n->?> N 7>y>^f 

2) ^7;v*7as 

tt^m «£lf»nvf^77^^ ENANT I 0 — OVM (h 
-vH±«) ab*v»tt, rmnsttx. ch I r al v'j -X&iro*^:*; 9 

($U -x-^y-;^ y^y~ ;K ^ yy n /NV-;K 7-trh-H;;K h 

-OWi'k, CP-Chirasil-DeX CB ($>-Jt;HM.x;/;*ttJR) 

3) ^7^fVtv-S 

mn^mmm m*.^ mtpa c«-^h^v-«- (fy7wo>f^) 

7l " ; W] , (-) -y > h^>g^^) ^ift^^^^#i-ittcj: 

(i) 36**^4? vaa6*^rf**^ s^t^ffittrr/i^ir 

[0 0 7 2] 



miE#2 003-3106007 



Vfcm 2003-076435 



^- v* I 59/ 



R) frfc (S) fct**&&rz> 0 (2R, 3S) WiL^o 

[0 0 7 3] 

ik&m (i) ^tLTt wfx^f Ot y v 

^#tLTf±, V7f^^f>f/^/f^i % 2, 3, 4, 5&^*Wb*L 
*o tt)frtf^ (I) ii N St«4V7f^^f>t^>f/2S#ft ( 

SSTR2) ftk&m^Ytm. ^K*^ V? f 7 >t7i^ ^2 §f 

[0 0 7 4] 

^•fC/-f/yb-^3-'J«4^ MAP+t-*, Na+/H+^ 
M & if ri^tf tt^, 0 £ fc % -fb^ ( I ) (i, V7U^f> & W 

Sfcfc, <fc^ (I) fi, #teMg;<U Kt9LKf« (M> UK >f 

m r*;we>j tuii, /&ft*;t^> (gh) , m^)^>mm 
*fr*> (ghrh) , wtmmm*n'*:> (tsh) , 7°*???- 

1^ ^>^'J>5^^^n-^77^^-l (IGF-1) ^ii; JftLiffrt^ 

ata^- (vegf) kzwmifhtizo m \t&mmom tint 

^yr^t'f^^f^wj^/f f (vip) ; h y v ; 

^>*^^K-l (GLP-1) ; f)l'X-AT4'<>7*>hJ>XV S ]>u\£y 



tBSE#2 003-3106007 



ij#IS 2003-076435 ^- v * 60/ 

* *° V ^y?- K (GIP) ; T 3- > ; y-7x ^>^-P;CCK (ni/y^f^ 
->) ; T< ^--tf ; >^-n^^r>-6 (I L- 6) , >?~-u4*>- 
1 (IL-1) &^0-f ^*-n>f ; TNF- a ^^<7)-9--f y ; * 

[0 0 7 5] 

il&m ( I ) f±s (1) SfcJS&fcffi. TSHI41^ #53*14 (# 
TS#JM> P?$fttA C T H ( T K 1^ 7 rr rr h n \£ y) f^if, 

K^^oM^co^^, (2) $tm#i (flU -f>^U 

>^#m (im) ^>-*v>#n«m (ma) *sv»tt£ 

(3) is-f >m.m<D&mztzi*&&<Dmm%¥K£%>mm, mikm%t*<D 
mmm, (4) &&m$k, itti^ iHt'«7^f;K ttj««i^ mim 
mm, v& wwtm&m, Mm&*m&%z<r>mmm* (5) ^y=m**- . 

) . ( 6 ) AttiUiXimW C#^739- w^wwwranu S f ilftKft 

(7) *»©!RJR*6ftT\ fl-SK/ftl* fctt?l*ffc1f<&aMM& 
**tfeH-f *T#I S h o r t b owe 1 MMW% if) , *ft*«ffe* 

o#«ll*l^li»^feH-r*T«r^ AIDS fcfeB**-*T*lk #Wf**fci?fcfl£ 

<ommm. (8) r-yyz^ymsm, *n->*, &mmmA 

%t*<D%smm, (9) mmttzitm ¥W-js, xmrn* %m, 



tBSE# 2003-3106007 



mm 2003-076435 



-^-v: 61/ 



*mmmm. m^mmm®, mmis, wm. mmm, mm, mmm. mmm, 

*>-2*4f) tfffflUI^Ki:^^, (l o) Jfcfctt^tt*. t&M® 
flag, 'fr#MM6^ ^£0t^iM^J&*f£o^fl?M) , SMl 

(12) *aE*nftffli-&^a®ttw» (flu -9-y**>*p N 

) <0««Bk (1 3) ttgili^^Ii • ^fciSW&Xtrj-ifc*^ 

*teflMfc*g*ir«>*&*i& (14) wm& m, mpim%t*) btwmtm. ( 

1 5) ,ttt/^T'J7HI^ .1MSi*>f/k*JKifc> 

a-ZHtW*. ASHBfc, BSJBfc, CfflJffJfc AIDSffifcS, t: h/N*fc:n~ 
#ttL.kd*g, t^-fx7hfi, Wife, IRvg;, |$:Ml^ J^AjSe^ 3 y ffi 

L-cwffiTfcfK (i6) urn, 

£*<0fci£>O«*£Si|fc Ltitffltl)^, ffc^ (i) « % (I) 



tBlE#2 003-3106007 



#M 2003-076435 



^-v : 62/ 




[0 0 7 6] 

%t*<v*)i'*><Dfrmzm-5-Lx&y) (#csstr2) , n&m cd 

*;we;x^ i gf - i <DsF&j,zmmir2>mm*mvi<D^m • Mciv^^t^ 

m i g f - 1 (Dyp^zmm-? z>m& • mvt<D^w • t 

LTtt. («, ^>^v>WM (id «m#t N <<>xv>m&fm ( 
iim) **v»ttc#LfeKH3*Lfc*^ojfeA, ir%fr%mmm&ft 

m iftittiis, fmasttftt^ mmmmum^ v~>mm, m 

fcl* A I D S 4 J: J: CfS3«c0!>i3fi:« ; TPN (<frff*fcn#* 



EHSE#2 003-3106007 



#M 2003-076435 _ : 63/ 

( I ) i±, fc 0 ^ittliJ/ciiili^tiofK • ji&SBSf^t Ltt 

[0 0 7 7] 

mm] > rtfc^aij . rt^u „ r#«u^^j %&pmrt>ti2>o 

rf^K ^*fn»»^77^-esm «*r£lfi#SU SGLT (so 
dium-glucose cotransporter) RL$$ i J& btl& 0 

V7V*t*ty (Regl ixane) (JTT-501) , GI-262570, * h 7 V * V*> (Netogl itazon 
e)(MCC-555K YM-440, DRF-2593, BM-13. 1258, KRP-297, R-119702, CS-01K FK 
-614, W099/58510JCffi«O'fk'^ (^Jxff (E)-4-[4-(5-^ f ;V-2-7x-Jl/-4- 



tbSE# 2003-3106007 



#H 2003-076435 



64/ 



*f-)V (Tesaglitazar) (AZ-242) „ 9W)?4p-fr (Ragaglitazar) (NN- 
622) , BMS-298585. ONO-5816, LM-4156, MBX-102, LY-519818, MX-6054. LY-51 

&xA'y*-ji'm.mM0>Mrim£Lrto s mm, v^ypz v\ ^u^yun 

?&m., ^J^5U\ rVfyVV, ^V^bfyh\ ^U^-r^K* 

-tiam^^ ^ vyfrmi&mmtLxi*, mm, wj^k ^t- 

(KAD- 1 2 2 9) . J T T- 6 0 8 & ZimWbfl 

[0 0 7 8] 

imifhti&o <<>XV>tLTl*, 0. 45*f>0. 9 (w/w) %03Ei&£ 
•£tr>f V ; «ST/n* * y*V >frt>m&Zti 

&7*u? ^ yj y* v ym&%¥i>>m^b*iz>o %h\z, 4>*v>i±, %<d-7 
? 7* y y %>z> \->\mm& (m, ms-ia & t^otu v> 0 

r/^r/cii, jB&g&gu *ma. nmnttzm* 

i8 3 7 Kl/t'J VSSfWWIfc Lttt> 08*. I*, AJ-9 6 7 7, BM S — 
196085, SB-226552, AZ40140, CL-316243, S 
R- 5 8 6 1 1 -A, UL-TG- 3 0 7^W^Wo 

*Ji7l-yfr*i7*y<-l£l VEtRWtUTIi, NVP-DPP-2 



ttiSE# 2003-3106007 



#12 0 0 3-0 7 6 4 3 5 ^->* 

9 © 

7 8, PT-100, NVP-DPP- 7 2 8. LAF 2 3 7, P 32/98*^* 
T < «; >T^-* h LTfi, ^ Kfc^j&^tffctL&o 

SGLT (sodium-glucose cotransporter) PIW&I t Ltii, Mx.(4\ T— 1 
0 9 5& £&&lf hKZ>o 

, BAY-27-9955. GLP-L Exendine-4£ &P&lft>>ti&o 

v h ; >f 5 l^X^ y > ; lx*^ y h ; SNK- 8 6 0 ; V** 0 ;^* * ? ^ ; 
ARI-509 ;AS-320 1 % t*&mfbtL& 0 

rvt—zsaymmmtLx^ mx.it, alt 9 4 6, 

N-7xtVWy;^A 7°n^^ K (ALT 7 6 6) , EXO 
-2 2 6 It i?i>*mf t>fi2> 0 

>*?—VCmmmtLXi±, fflx.it, LY-333531^^^tf <b*L& 

O 

ttS^SIS^t LXlt, fflx-itN GF , NT-3, BDNF^ b'ffz^ifh ti%> 

o 

w&mmm^mmmt lx&, mx.itwo 01/14372 hubbo^-h 

h n 7 4 >m*k • W<EM^J («£if4- (4-^DD7x^) -2- (2- 
*?-/l/-l->f S^Vy/U) -5- [3- (2-^^;ixy^y^v) 7 'ntf;i/| 

wmn&.femmtLxi$, mx.it, Y-128, vx-853, -fu^-r^v 



tbSlE#2 003-3106007 



#H 2003-076435 



66/ 



9 



(prosapt i de) & £&mf bti& 0 

„ (memantine) , l£T$*Ky> (pimagedline ; ALT-711) & t*rtW 

[0 0 7 9] 

±ffi r^uflBWXJ tLtli, Mx.lt fpv^*— lfB#H. f^mra^ ^ 

tfMF*fcbT»t fllx.lt tiV^^7h^W^Wo 
^Ittffllliltlt Mx.lt 7y>K-;K f^7xV7il/7^, 

7 /u v/h^r/, /^r^>\ 7x>7;^rA 7x>f;^ 

n ^ > W v ? * & t*&mf h ttz> o 

mitWiatft ix.it vy^y, cntf C€tiHHt&$ 

ni/^>^>7^htUlt MJt V>f FPL-1 
5 8 4 9 teZ&mfbtLZo 

±tam^^> mmmmi atft i£it v?x9?->%:&pmift>tL 



T > 5>*t- > v >3E&#3fclfl#ag £ LT It fl| £ It * 7° h 7°'J ;K 0.^-7 7° 

#fl'S"7AJir8ia&£ LTft Mx.lt -7xyt'>, TAn^fy, -x*~v 
^V^A^-W^^BBPHIfcLTIt Mx.lt U7*^n7*iJA, L-27152, A 



tiiiE#2 003-3106007 



#M 2003-076435 i? : 67/ 

l 0671, mp-mtet'ibmifbti&o 

V*v^;K /^V-^-^^y, -<;W^9- CS-866, E4177&WW e>*L& 

o 

[0 0 8 0] 

hmg-c o Amjtwmmmmt L-cta, ??xwi-v^ 

-T^/^^^>. ZD- 4 5 2 2 f it\±*fLb<D$L ^hV^ 

^^TV^jS»*ffiLiF»Jt LTti. ^Jx.fi\ WO 9 7/1 0 2 2 4 KiSttO 
N— [ [(3R,5S)-l-(3-T-b h^'>-2,2-v^^;vynn 0 ;v)-7-^n 
n-5-(2,3-v^ h y 7 x - ;u)-2-t ^ V-l, 2, 3, 5-f > 7 li Kn-4 ( l-^>v*t 

3r-g-V^A N ^^-teV^A. ^ A, 7* n v-tr^A „ n^-trVtA, T )^7° 

? V? A, 7 )VVT -tfVN" A & *L£ 0 

-LIB r*jL9^>^J tLtii, 0jx.wr^ 7;^*^^ 4 \ 

7?$>, ^n^ri:f>, t-f^'Jv^^W^Wo 

(MxJ*. GHRH) , GH, IGF-lJ, P*M h >HS£>£ wti-?- 
[0 0 8 1] 



tBIE#2 003-3106007 



#M 2003-076435 ^_ ^- v : 68/ 

2) it&m (i) k#fflffliK»fc*^^»HkLT#fe^4 2a©«ywoiBi— 
tft#ft»-eora«Fia:#, 3) w&m (1) fc#fflffl*»ji:Srgu^^»W'fbLT# 

(i) t&mmmmtott&itii, s-^- k ^m^^i 

[0 0 8 2] 

aur, (1) tua^wtc^^^s^i:*, a#^no 
*&m<ommmj&to'p. w&m en o-m***, mam&fow. i~i 0 



ttifE# 2003-3106007 



#® 2 0 0 3-0 7 6 4 3 5 v ' 69/ 

tttIA (1^6 0 kg) CgPS4t^^> (I) tU, ^0. 1 

~5 0 Omg, £F£ L< {±&Jl ~ 1 0 Omg, £ fcfcjSFi L< 1 0 0 m g 

§ & o 

[0 0 8 3] 

wjit *t £ t Tit ffl & v^iiE^fi^g^if h ft, m*. it, mw* 
mm^n^mmu mm?u ^m, mmn ; mmmz&tfzmm, mmm 
mm, mmimk mmm, mmm, mmkm* t^mfhth&o -ttz, *shr\z 
fctx, mmm, ticwutm, m&m, #mn, m.mn, mmm^t^mnm^m 

7-)V7,?-^-1r Y «; >^A N L-H Kn ^ry 7°D H c ;v-tr;i/D ^ t>W?) 

o 

^Mffimmt LXit, Wz.lt, tfV^uyjn) :/a n- 



ttJSE# 2003-3106007 



#M 2 0 0 3 -0 7 6 4 3 5 ^- v : 70/ 

e • 

Mrftl^LTte, $JxJ£\ y>Bfc»> ifeSfc!£. ^x^^foiftf 

TO3"J£: LTte. flflx.*^ /^t^y^lt^x^t^l, ^nn7^-;i/ 

A, T^rOky—A, 77k7^Wf,HS 0 
[0 0 8 4] 



thSE# 2003-3106007 



2 0 0 3 -0 7 6 4 3 5 ^- v : 71/ 

£ITW##H, |£«!I*<7) liO^L3 0°C£^U ^#91 

MWi, E S I KX «9i0feL/io 
[0 0 8 5] 



s : 


v y if V y Y (singlet) 


d : 


y/Vy h (doublet) 


t : 


h V "fVv h (triplet) 


m : 


h (mu 1 t i p 1 e t) 


J : 


77 y y°V y 7<mMi (coupling constant) 


h z : 


"MV? (Hertz) 


CDC 1 3 




DMSO- 


• d6 : iv^W^^y K 


THF 





WSC : l-^)V-Z- (3 >/ 7"n^) #;i^v^ 

HOB t : 1 - 1 Kn^y- 1 H-^>V f V 7V > -^ 
I PE : yMv7nt>x-f;v 
Me : 

E t : z-f-fc 

i h-nmr : -?u y ymm&m 

(ii#-7';-#:^CDC l 3 ^iSEL^ 0 ) 

[0 0 8 6] 

##Ml 

(2R, 3S)-3-(lH-^f > K-;i/-3--<;l/)-2-(((4-7i-;i/-l-ti 0 ^i; v^;v) #;WrK 



tBSE# 2003-3106007 



#M 2003-076435 



^-v: 72/ 



[fti 5] 



OMe 



CX7 



HN. 



O 



H 




(2R, 3S)-2-T 5 S-3-(m-4 > K-;V-3->T ;l/) 7? >gt* (325 mg) t Z? 

y y°n e^xf;V7 5 y (0.293 mL) OT-fe Y=.y*))V (10 mL) 7 R 
*v TkIN, N' ^v>^5 (390 mg) Sr^iJDU lPlFWlfco #<b*L 
& mWLKi- y^=.)V \£ ^ 1; v > i&^m (332 mg) t DBU (0. 252 mL) <D T -b h - 
(1 mL) ^isi^v^ y^ntf^^^-^T^ > (0.293 mL) ^tK<%T^ 

& ; Sf=g^?-;i/) trffiMLT. mmfc&yd*m&T^)i>y r X t LT#f: (0.66 
g, ijZ^100%) o 

lH NMR (300 MHz, CDCI3) d ppm : 1.50 (d, J = 7.3 Hz, 3 H), 1.54 - 1.69 ( 
m, 2 H), 1.77 - 1.81 (m, 2 H), 2.57 - 2.67 (m, 1 H), 2.73 - 2.88 (m, 2 H 
), 3.62 (s, 3 H), 3.64 - 3.71 (m, 1 H), 3.89 - 3.95 (m, 1 H), 4.01 - 4.0 
8 (m, 1 H), 4.83 (dd, J = 8.1, 5.4 Hz, 1 H), 5.01 (d, J = 8.8 Hz, 1 H), 
7.02 (d, J = 2.4 Hz, 1 H), 7.07 - 7.22 (m, 5 H), 7.27 - 7.36 (m, 3 H), 7 
.62 (d, J = 7.3 Hz, 1 H), 8.14 (s, 1 H). 



(2R, 3S)-3-(lH-T > K-;v_3— f ;i/)-2-(((4-y jc-Zlz-l-lf^y v~;l/) # 



##$12 



miiE# 2003-3106007 



#M 2003-076435 



^-v: 73/ 



Mfcl 6] 



OH 



(X* 



HN, 



o 



H 



.N 




(2R,3S)-3-(lH-^ ^ K-;i/_3_^ ;i/)-2-(((4-7 ^-^-l-t:V<i; v^;u) # 
-^)7 5y)^>i>f;i/ (0.65 g) <D*?;~-)l> (10 mL) ?#^H2^^7Xm 
lt^H;*A7k (2mL) ^^T^Dx., 3^WL7to £ l^T^ll (4 

mL) r^mLtz^ mm^^mmLtzo ^mm.^m (M g so 4 ) meet 
^c/c^t/*^^ ^lt, mmK&mzm&T^fry t Lmtz (54 

4 mg, 113^96%) o 

lH NMR (300 MHz, DMS0-d6) PPm : 1.34 (d, J = 6.9 Hz, 3 H), 1.40 - 1.53 
(m, 2 H), 1.67 - 1.71 (m, 2 H), 2.62 - 2.79 (m, 3 H), 3.52 - 3.62 (m, 1 
H), 4.10 (t, J = 14.2 Hz, 2 H), 4.47 (t, J = 7.6 Hz, 1 H), 6.28 (d, J = 
8.4 Hz, 1 H), 6.96 (t, J = 6.9 Hz, 1 H), 7.04 (t, J = 7.5 Hz, 1 H), 7.1 

4 - 7.19 (m, 4 H), 7.26 - 7.33 (m, 3 H), 7.54 (d, J = 8.1 Hz, 1 H), 10.8 

1 (s, 1 H), 12.20 (s, 1 H). 
[0 0 8 7] 



(2R, 3S)-2-(( (4-U--7 WD7x^ -»-l- tf ^ >; V=-)l<) # )V^=- ;l/)7^y 
)-3-(lH-^ y K-;i/_3_^ )v) ~f*? y^*^-)V 



###!13 



tBtiE^F2 003-3106007 



2003-076435 



^-v: 74/ 



• 



Hfcl 7] 



OMe 




O 



H 



•XX 



lH NMR (300 MHz, CDC1 3 ) a ppm : 1.49 (d, J = 7.3 Hz, 3 H), 1.65 - 1.76 ( 
m, 2 H), 1.79 - 1.91 (m, 2 H), 3.14 - 3.29 (m, 2 H), 3.44 - 3.70 (m, 5 H 
), 4.31- 4.38 (m, 1 H) 4.80 (dd, J = 8.3, 5.1 Hz, 1 H), 4.98 (d, J = 8.3 
Hz, 1 H), 6.80 - 6.85 (m, 2 H), 6.93 - 7.02 (m, 3 H), 7.07 - 7.20 (m, 2 
H), 7.35 (d, J = 8.1 Hz, 1 H), 7.61 (d, J = 7.3 Hz, 1 H), 8.11 (s, 1 H) 



(2R, 3S) -2- ( ( (4- (4- 7 )V * U 7 jc J 3f ~>) -1- \**< V )V) fj )V )V)T<S 

)-3-(iH->f y K — ;i^-3 — f )V) 7" 9 >M 

Utl 8] 



lH NMR (200 MHz, DMS0-d6) 5 ppm : 1.33 (d, J = 7.0 Hz, 3 H), 1.36 - 1.56 
(m, 3 H), 1.79 - 1.90 (m, 2 H), 3.03 - 3.20 (m, 2 H), 3.56 - 3.77 (m, 3 
H), 4.45 (t, J = 7.7 Hz, 2 H), 6.36 (d, J = 8.4 Hz, 1 H), 6.92 -7.16 ( 

m, 7 H), 7.32 (d, J = 7.3 Hz, 1 H), 7.54 (d, J = 7.3 Hz, 1 H), 10.80 (s, 



##M4 




ttiBEflf 2003-3106007 



#112 003-076435 



^-vl 75/ 



1 H) , 12. 12 (s, 1 H) . 
[0 0 8 8] 

(2R, 3S) -2- (((4-(4-7WD7x- fl/) -1- if ^ ^ v - * )V )V)T<S) -3- 
(lH-W > K-;V-3->T -/^ >^ 
Utl 9] 



*H NMR (300 MHz, DMS0-d 6 ) S ppml 1.34 (d, J = 7.2 Hz, 2 H) 3.00 (m, 4 H 
) 3.50 (m, 6 H) 4.46 (dd, J = 8.5, 7.4 Hz, 1 H) 6.49 (d, J = 8.7 Hz, 1 H 
) 7.00 (m, 5 H) 7.14 (d, J = 2.3 Hz, 1 H) 7.31 (d, J = 8.1 Hz, 1 H) 7.54 
(d, J = 7.9 Hz, 1 H) 10.81 (d, J = 1.5 Hz, 1 H) 12.13 (s, 1 H). 

lit 2 0] 



Kn^v-3-~ h n^S#^ (48. 16g.0.26mol) StfUSfc* U * A (128 g 
^0.93mmol) KWF (300mL) *jDx.fc 0 fl£> ftfcJKiiiftfc: 3 ?ik*.?-)l> (lOOmL 
, 1.25mol) «:*nx.90t:-eiB#ffl^t7^o ISSifcfc, Mfc 3 «Mb-x^;i/ (50mL, 



r OH 




F 




tBSE# 2003-3106007 



#M 2003-076435 



^-vl 76/ 



0.63mol) «ripA-C|«m#L/cm, ^m^^Rlf^mx.xmm Ltz 0 #<b 

titz^mm * i N^m-e^fejf- u iiv v a ~> y # 9 a 

4-x. h^v-3-- hn^J,#^^;i/£THF (300ml) (200mL) 

<7)fi^wjc^?L^ 0 wbtizmmz, m.u^2mmti- h v v A&mm (30 

OmL) £JDx.fco £U£ri££MST3B mffi& Ltz^ 6Hm.m (120mL) fciHlx., 

-t&ZtKZ*)^ &mtt&m (53.1 g> i»96%) =H#*: 0 
lH NMR (300 MHz, CDCI3) ppm : 1.52 (t, J = 7. 1 Hz, 3 H) 4.28 (q, J = 
7.0 Hz, 2 H) 7.14 (d, J = 9.0 Hz, 1 H) 8.25 (dd, J = 8.9, 2.1 Hz, 1 H) 8 
.55 (d, J = 2.1 Hz, 1 H). 
[0 0 8 9] 

##®I7 

4-x. h ^ v-3-— YU^y-J)VT)Vu — )V 
lit 2 1} 



1.0M^^-THF*§i£ (500mL,0.50mol) K4-J^ > 3r v-3-~ h U&MMffl. (52. 

7g,o.25moi) *mmre&m-roiinz.t:<D*>* m^WLtzo Rj&m^ jski.gm 
tfyy-iwmm (i40mL,o.i4moi) *m*.x6ox;x-mmmwLfz^ m&X* 
*s-n'*&&<oikj8rtm< %2>t~etox.xmmLizo nmKmm^^Rn 1 
mm^m^xmrnL^ mmm^mmk^xm^Ltz^ «m^*~>*A£ 

itCi^) mmit^m (32.9gJ&*p67%) *»fc 0 
lH NMR (300 MHz, CDCI3) 5 ppm : 1.47 (t, J = 7.0 Hz, 3 H) 1.75 (t, J = 




11 



o 



ffllHf 2003-3106007 



&m 2003-076435 



^~-J I 77/ 



m 




5.8 Hz, 1 H) 4.19 (q, J = 7.0 Hz, 2 H) 4.69 (d, J = 5.7 Hz, 2 H) 7.06 (d 
, J = 8.7 Hz, 1 H) 7.52 (dd, J = 8.6, 2.2 Hz, 1 H) 7.83 (d, J = 2.1 Hz, 
1 H). 
###!)8 

4-x h * h n ^ > V)i> ? n y K 

Hfc2 2] 



4-xKy-3_- Yu^yV)]yT)V^-)V (32. 9g.0. 17mol) <9h;Wn> (120 
mL) mmm*j&lt^*-fr (30ml,0.41mol) iZffiT Lfzfe, #<b tU>r.^£i#$[ 

wan Ltzo ^mm zmnwg7k~emw>- u $m~? * a -ci^m, v y # y 

^^■e«#LT»au ^*"9->"C«fe8H& *g*-T*ii:HJ:»)«Hft#!» (27 
,8g,iR^77%) £#fc 0 

lH NMR (300 MHz, CDC1 3 ) * ppm : 1.48 (t, J = 7.0 Hz, 3 H) 4.20 (q, J = 
7.0 Hz, 2 H) 4.56 (s, 2 H) 7.06 (d, J = 8.7 Hz, 1 H) 7.54 (dd, J = 8.7, 
2.3 Hz, 1 H) 7.86 (d, J = 2.5 Hz, 1 H). 
[0 0 9 0] 




11 



o 



yHSE#2 003-3106007 
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^-v*: 78/ 



Ut2 3] 



EtO 




V 

II 

O 



4-xf^rv-3-^fn^>i;;v^DV K (27.8g,0.13mol) <£>THF (70mL) 
Sr50%^^-;wr^>^ (130ml) KJniU M7&T2f$TO#L£o »t#t^ 

T^yy';*^;l/S«riiLT»iaU /lilt, llft^i (28. 9g) * 

lH NMR (300 MHz, CDC1 3 ) S ppm : 1.47 (t, J = 7.0 Hz, 3 H) 2.23 (s, 6 H) 
3.38 (s, 2 H) 4.18 (q, J = 7.0 Hz, 2 H) 7.02 (d, J = 8.7 Hz, 1 H) 7.46 

(dd, J = 8.6, 2.2 Hz, 1 H) 7.76 (d, J = 2.1 Hz, 1 H). 

###U10 
(4-.x y dr v-3-T 5 J ^ > 
[<t2 4] 



(4-xh^i/-3--hD^>^v) y^Wr/ (28.9g,0.13moi) 
(l30mL) K»m&, \0%^7WA-$m (2.89g) *iU*.fco »5>*t* 
tK7 v >— TfcfDt/ (19mL) *Mfi^405WtTj«TU 3£K20$M» 

lH NMR (300 MHz, CDCI3) * ppm : 1.42 (t, J = 7.0 Hz, 3 H) 2.21 (s, 6 H) 
3.28 (s, 2 H) 3.77 (s, 2 H) 4.05 (q, J = 7.0 Hz, 2 H) 6.60 (dd, J = 8.1 




j±JSE#2 003-3106007 



#H 2003-076435 



^-i? I 79/ 



, 1.9 Hz, 1 H) 6.71 (d, J = 8.1 Hz, 1 H) 6.70 (d, J = 1.9 Hz, 1 H). 
[0 0 9 1] 

mmmi 

N-((1R, 2S)-l-(((3-((v ^ f-)VT ^/)^f;l/)7xr.;i/)7</)^ )V$~)V)-2- 
(1H--T y K-;v-3-^T )V) 7°n \£)V)-4-y K 
Mb 2 5] 



(2R, 3S) -3- (1H—Y >V— ;v-3- >f ;v) -2- (((4-7i- ;v-i- tf ^ i; )v) % iv ^ 
-;v)T^/)r*^m (95 mg) , 3-((^W^)^iV)7-'J^2i 
R% (50 mg) WSC (65 mg) , HOBt (45 mg) <DTt Y~ h y ;i/ (1 mL) 

— thf (i mL) m>&mm^hv^)UT$.> (0.062 mL) zm*., m^x-imm 
m$Ltz 0 B.fcm&*iQ %mti- y v v&mm. (1.5 mL) km*., %m^^ 
(3 mL) «Lf; 0 t&&WLZ&m (M g so 4 ) ^ m&rmm^^Ltz 0 mm 

wm^?v = 5/1 ~ 1/1 ~ 1/4 - ^m^^^) -effl^LTto &btifzmmz 
Mm^)wi?Ex-m^u 3m{kiw*&&m&£Lxft*i (48m g , jxsno%) 



lH NMR (300 MHz, CDCI3) d ppm : 1.57 (d, J = 7.2 Hz, 3 H), 1.62 - 1.68 ( 
m, 2 H), 1.83 (d, J = 12.0 Hz, 2 H), 2.20 (s', 6 H), 2.60 - 2.70 (m, 1 H) 
, 2.78 - 2.94 (m, 2 H), 3.30 (s, 2 H), 3.54 - 3.64 (m, 1 H), 4.03 (d, J 
= 13.7 Hz, 1 H), 4.15 (d, J = 12.7 Hz, 1 H), 4.82 (t, J = 8.4 Hz, 1 H), 
5.48 (d, J = 8.1 Hz, 1 H), 6.93 (d, J = 7.3 Hz, 1 H), 6.99 - 7.03 (m, 2 
H), 7.08 - 7.23 (m, 6 H), 7.27 - 7.34 (m, 4 H), 7.72 (s, 1 H), 7.76 (d, 




tfJtiE#2 003-3106007 



#M 2003-076435 



80/ 



J = 1.8 Hz, 1 H), 8.39 (m, 1 H). 
LC/MS (ESI) m/z 538 (M+H+). 
[0 0 9 2] 

HMM2 

N-((1R, 2S)-l-(((3-((v^ f^T^)> "7 7 3-/)* ;l/^-;l/)-2- 
(lH-^r > k - ^-3-^ ;v) e;i/)4-(4-7 jvt n 7 x; 

Ut2 6] 



lH NMR (300 MHz, DMS0-d6) a ppm : 1.30 (d, J = 7.1 Hz, 3 H) , 1.35 - 1.55 
(m, 2 H), 1.78-1.93 (m, 2 H), 2.13 (s, 6 H), 3.04 - 3.22 (m, 2 H), 3.33 
(s, 2 H), 3.53 - 3.64 (m, 1 H), 3.64 - 3.80 (s, 2 H), 4.40 - 4.53 (m, 1 
H), 4.61 (t, J = 8.7 Hz, 1 H), 6.54 (d, J = 8.8 Hz, 1 H), 6.84 - 7.03 ( 

m, 4 H), 7.04 - 7.17 (m, 3 H), 7.22 - 7.29 (m, 2 H), 7.31 - 7.40 (m, 2 H 

), 7.58 (d, J = 7.8 Hz, 1 H), 9.81 (s, 1 H), 10.75 - 10.82 (m, 1 H). 

LC/MS (ESI) m/z 572 (M+H+). 



4-^ y i?;l/-N- ( (1R, 2S) -1- ( ( (3- ( ( V * ^frT 3 J ) * <f- )V) 7 x. - 7 S 7 ) # 
;i/^;v)_2-(lH--f > K-;l/-3-W /U) "fu fcf;l/)-l-fc?^9 V )Vt$**)- * p 




;»!I3 



tBSE#2 003-3106007 



#12 0 0 3-0 7 6 4 3 5 ^-v : 81/ 




4-^>^;i/-N-((lR,2S)-l-(((3-((v^f-^T^ 7)^^)7x^)7^)* 
/i/)-2-(lH->f > ;v) ^;i/)-i-tf^i; ^>#;i/jff*-^ K 

Hb2 8] 




N-((lR,2S)-l-(((3-((y^f;i/7^)^f^)7x-;V)7^/)*;i/ 4?- )V) -2- 
(lH-^f ^ K-;i/-3-^;i-)7°a t?;i/)-4-7x^;M-^^^y>*;v*>t^ K 



ffi!E#2 003-3106007 



Vfcm 2003-076435 



^-v: 82/ 




[ft 2 9] 



HN 




[0 0 9 3] 

N-((1R, 2S)-l-(((4-* n n-3-((^ f;i/7^/)^ 7x-;V)7 5 )V 
^-;v)_2_(iH-^r > t?;i/)-4-(4-7;^ n 7 x / ^ y)-i-k' 

[ft3 0] 



N-((lR,2S)-l-(((2-^nn-5-((v ? ^^;l/T ^ y)^f ^)7xz;i/)7^)*;i/ 
^-;v)_2_(iH--f ^ K-;v-3--r;v)yntf;v)-4-(4-7;i/^-n7aiy ^r-»-i-t? 




tBIE#2 003-3106007 



#fg 2003-076435 



^-v! 83/ 



[ft 3 1] 




mmms 

N-((lR,2S)-l-(((3-((vV^;vy =• y)^f;v)-4-^f;V7x-;i/)7> 

s}?- ;v)-2-(lH-^ >- K-;l/-3--f ;v) 7°n t>)-4-(4-7^tn7xy^y)-i-t' 

[ft 3 2] 



N-((1R, 2S)-l-(((5-((v^ 5 J ) ^;l/)_2-y f;V7x-;l/) T < y ) # ;i/ 

^;i/)_2_(iH--f > K-^-3--1';i/)7 0 nif;i^)-4_(4--7;i,^n7^y ^v)-l-tf 




tHffi# 2003-3106007 



#® 2003-076435 



^-v: 84/ 




[ft 3 3] 




o 



[0 0 9 4] 

nnmo 

N-((lR,2S)-l-(((3-((^^^-;vr U)^^)-4-7;vtn7x^)75 

- ^) _2- (ih- > K - ;v-3--f ;v)7"n tf -4-(4-7;^n7xy^y) _i_ 

Wfe3 4] 



N-((1R, 2S)-l-(((5-((v^^;i^T^ S)*?-)V)-2-7)Vi!rU7 ^~)V)T^ 
)\>&=-)V)-2-(m-j v ;v) yn f;v)-4-(4-7;^ n 7 x ; 4 y)-i- 

fcf^ y > # ;v ^ K 




ffill^2 003-3106007 



003-076435 



i-V. 85/ 



[ft 3 5] 




N-((1R, 2S)-l-(((3-((v^ f;V7 ^ J ) 7i^) 757)* ;V^n;v)_2- 

(lH--f > K-JW3-^ ;v) e;i/)-4-(4-7;i/tn 7 x^;v)-i-k>'j *J>%)V 



[ft 3 6] 



= HN 




A 1 



N HN^O 

h T 




H»!)13 

4-(4-^nn-7^^;v)-N-((lR,2S)-l-(((3-((^^^;VT5y)^-f-;V) > 7^-;W 
75 y)*/nj?-A0-2-(lH->f > K-;w-3--f ;v) "/n tf;v)-i_e^V Visit 



tBIE#2 003-3106007 



#M 2003-076435 



^-vl 86/ 



MS 3 7] 




ci 



mmmu 

N-((1R, 2S)-l-(((3-((v^ ^;i/T 3 J ) f^) 7x-;V) 7 S y ) * ;V*T- ;v)-2- 
(1H-W > K— ^-3--f /l/) tf;v)_4-(4-^ f^?!-*')-!-^'; 



[0 0 9 5] 

HJ&#!I15 

N-((lR,2S)-l-(((3-((vy^-;VT5 ;)>f^)7x-^)r^)*^-^)-2. 
(1H-W > K-;v_3--f ;i/)^°n tf;l^)-4-(4-y b +->7i-*)-l-^iJ 



[ft 3 8) 




fflHE#2 003-3106007 



#H 2 0 0 3 -0 7 6 4 3 5 _ ^- Z? ; 87/ 



[ft 3 9] 




N-((lE)-2-((3-((y > f ;V7 5 / ) ^ f ^) 7 x-;i/) r ^ y)-l-(lH->f > 
3-^T ;Mf;H-2-t^rVif;V)-4-7i-JM-^'J S^jfr/Mf^fiM K 

rft4oi 




^W!I17 

N-((lR)-2-((3-((i;^ f ^7 5 / ) ^ f ;v) 7 x-;V) 7 ^ y)-l-(lH->f > K-;V- 
3-^ ^)-2-t^rVif Jl')-4-(4-7;Vin7x;^y)-l-t^'J y»!/^ 



tBfiE# 2003-3106007 



#M 2003-076435 



^-v: 88/ 



• 



[ft 4 1) 




9 

"a, 



tert- W4-((( (1R, 2S) -1- ( ( (3- ( ( V * ^ )V T < J ) ^ ^ 7 * - )V) T S J ) 
Ht4 2] 



[0 0 9 6] 

N-((lR,2S)-2-(lH-^ y K-;W-3--r;V)-l-(((3-(l-lfn'; ^;Mf^)7x- 




tBlE*l#2 003-3106007 



003-076435 



^-v : 89 



[ft 4 3] 




H»J20 

4-(4-7ji/tn7x^ ;v) -N- ( (1R, 2S) -2- (IE- J > K— ;v_3-Y ;u) -l- ( ( (3- (1- kf 
[ft 4 4] 




Hife^J21 

4-(4-7;vin7xy^ >-) -N- ( (ir, 2S) -2- (ih-^ > K - ;i/-3--Y ;v) -1- ( ( (3- (1- 
b° n >; v - ;v ^ ;v) 7 - ju) r ^ y ) # ;v -/n e ;v) -1- fc: ^ 1; >- # )v 



ffiSE# 2003-3106007 




mm 2003-076435 



^-v: 90/ 



[ft 4 5] 



= HN' 




N- ( (1R, 2S)-l-(((3-((y ^ f ;VT 5 / ) ^ f 7 x - 7 5 / ) 5& ^ tf- -2- 
(1H--Y > K-;v-3--f ;v)7 ff n t°;v)-4-(3-7;v^-n-7i-;i')-i-tf^i; 

[ft 4 6] 




[0 0 9 7] 

4-(2,4-y7;vtn7x- _N- ( (1R, 2S) -1- ( ( (3- ( ( V * f - )V r 5 J ) ^ ^ ;v) 7 



WfiE# 2003-3106007 



#H 2003-076435 



^-v: 91/ 




[ft 4 7] 




N- ( (1R, 2S) -1- ( ( (3- ( ( v J <f- )V T J ) * ^ )V) y - )V) T ^ J ) # ;v ;V) -2- 
[ft 4 8] 



HMM25 

N- ( (1R, 2S) -1- ( ( (3- ( ( V * *J- )V T 5 J ) jrf ;v) ^ jc ~ ;v) r 5 </ ) * ;i/ ;v) -2- 
(1H--T > K-;i/-3-^;i/)/n tf^)-4-((4-7;Ptn7x-;i/)x;^-;i/)-i-f 




ffiiE#2 003-3106007 



#M 2003-076435 



^-v: 92/ 



Hfc4 9] 




= HN 



^»J26 

N-((lR,2S)-l-(((3-((v^^;i-T^ y)^^;v)7^^;ix)r^ 7)^;v^;i/)-2- 
Mb5 0] 



[0 0 9 8] 

H»!I27 

N- ( (1R, 2S) -1- ( ( (3- ( ( V * 3- )V 7 X y ) * ^ )V) y ^ )V) T ^ J ) ii )V tf- )V) -2- 
(1H->T ^ K - ;i/-3--T ;w) 7°n t?;l/) -4-((4-7Wn7x- * - ;v) -l- tf 




fcBSE# 2003-3106007 




F 



N-((lR,2S)-2-(lH--T > K-;i/-3--f;v)-l-(((3-(l-e^V y^;Mf;v)7x- 
[it 5 2] 




N-((lR,2S)-2-(lH--f > K~-;v_3--f ^)-l-(((3-(4-*^7 * 'J-Wf;V)7x 



ffiSE# 2003-3106007 



ffcm 2003-076435 



^-v: 94/ 



[it 5 3] 




N-((iR,2S)-i-(((3-((y^^;i-T$y)^^;v)7i-;v)T^y)*;v^;i/)_2- 
(lH--f ^ K-;i/-3-xf^)yntf;i/)-3,4-^t Kn-2(lH)-^f y >#;i/>K3f 

tffc5 4] 



[0 0 9 9] 

N- ( (1R, 2S) -1- ( ( (3- ( ( V * T 5 J ) * 7 i - JV) T < J ) ii frtf- ;v) -2- 
(m-4 y K-^-'f e;i/)-6--)t f ;v-3,4-^t Kn-2(iH)--f v^y y > 




tBIE#2 003-3106007 



2003-076435 



^-v : 95/ 



If fc 5 5 ) 




6-^nn-N-((lR,2S)-l-(((3-((v^^;VT5y)^^;l/)'7i-;i/)T^y)7!7;i/ 
^-;V)_2-(lH-^f > K-;v_3_^ 7"n tf;i/)-3,4-v t: Kn-2(lH)--f V^;ij 

Kfc5 6] 



ci 

^WJ33 

N- ( (1R, 2S)-l-(((3-((v ? ^ ^)VT 5. y) ^ ^)V) y ■=.)]/) T ^ )V )V) -2- 
(lH->f > )V) ~?u fc?;i/)-4, Kn-^y [2,3-c] tf V v>-6(5H)- 




tBIE#2 003-3106007 



2003-076435 



96/ 



• 



lit 5 7] 




N- ( (1R, 2S)-l-(((3-((y ^ f ;l/7 ^ ) ^ f ^) 7x-;U) 7 ^ / ) ;W) -2- 

(lH->f > K-;i/-3--f ;v)7 9 nif;p)-6--7;i-^n-3 ) 4-vt Kn-2(iH)->f y V 

[ft 5 8] 



[0 10 0] 

N-((iR,2S)-i-(((3-((vy^;i/T5 y)y^;w)-5-(h 7Hn^;v)7x_ 




ffifE#2 003-3106007 




N-((lR,2S)-l-(((2-^nu-5-((^^;VT-5 ;)^f;v)7x^)75;)*^ 
^-^)-2-(lH--f > )V) y°n \£)V)-4-y 

Hb6 0] 




H«!I37 

N-((lR,2S)-l-(((5-((v f ^^;i^T^ y)^^;i^)-2-^ f^y7x^V)7^)* 



ffifE#2 003-3106007 




lH NMR (300 MHz, CDCI3) d ppm : 1.57 (d, J = 7.2 Hz, 3 H), 1.60 - 1.70 ( 
m, 2 H), 1.82 - 1.87 (m, 2 H), 2.20 (s, 6 H), 2.61 - 2.72 (m, 1 H), 2.81 
- 2.95 (m, 2 H), 3.31 (s, 2 H), 3.50 - 3.61 (m, 4 H), 4.04 - 4.17 (m, 2 
H), 4.94 (t, J = 8.0 Hz, 1 H), 5.38 - 5.41 (m, 1 H), 6.65 (d, J = 8.5 H 
z, 1 H), 6.91 (dd, J = 8.4, 2.1 Hz, 1 H), 7.08 (d, J = 2.4 Hz, 1 H), 7.1 
0 - 7.24 (m, 5 H) 7.29 - 7.34 (m, 3 H), 7.78 - 7.81 (m, 2 H), 8.10 - 8.1 
3 (m, 2 H) . 

LC/MS (ESI) m/z 568 (M+H+). 
HMM38 

N-((lR,2S)-l-(((5-((^^^;VT5y)^^-;v)-2-7^^n7^^;i/)T$y)^ 
;v)-2-(lH-^ > )V) \£)V)-A-7 *J>1j )V 



fflfE# 2003-3106007 




[0 10 1] 

N-((iR,2S)-l-(((5-((v^^;i^r^y)^^;i/)-2-^f-;V7^-;v)r^y)?!;;v 
^- ;i/)-2-(lH-^r > K-;v-3-^f ;v) 7"n e;v)-4-"7 x.-=./U-i-£ ^i; v 

Ute 3] 




^W!I40 

N- ( (1R, 2S) -1- ( ( (3- ( ( v * )V T < / ) ^ ^ )V) 7 ^ ~ )V) T 5 J ) * ;V ^ ;V) -2- 
(1H--T > K-;i/-3_^ ;]/) y'u \£)V)-4-{2-* ^-)Vy ^zz.)V)-\-\£^) -J^ij)V^ 



i±J!E#2 003-3106007 




^-v: 100/ 



lH NMR (400 MHz, DMS0-d 6 ) S ppm : 1.33 (d, J = 6.8 Hz, 3 H), 1.37 - 1.51 

(m, 2 H), 1.60 (m, 2 H), 2.14 (s, 6 H), 2.31 (s, 3 H), 2.74 - 2.92 (m, 
3 H), 3.30 (s, 2 H), 3.60 - 3.65 (m, 1 H), 4.16 (dd, J = 22.8, 14.0 Hz, 
2H), 4.66 (t, J = 8.4 Hz, 1 H), 6.45 (d, J = 8.5 Hz, 1 H), 6.89 - 7.18 ( 
m, 8 H), 7.26 - 7.29 (m, 2 H), 7.37 - 7.39 (m, 1 H), 7.42 (s, 1 H), 7.62 

(d, J = 7.8 Hz, 1 H), 9.81 (s, 1 H), 10.80 (d, J = 2.0 Hz, 1 H). 
LC/MS (ESI) m/z 552 (M+H+). 

4-(4-^nn7^^;V)-N-((lR,2S)-l-(((3-((v^^;ixT^y)^^;U)7^-^) 
T < y)% )V) -2- (lH-'f > K-/i,-3->f ;v)yntf;v)-3,6-vfc Kn-i(2H)- 

Ute 5] 




ffilE#2 003-3106007 



&m. 2003-076435 



^-v! 101/ 



H«!)42 

N- ( (1R, 2S) -1- ( ( (3- ( ( V * T 5 J ) * ^ )V) y =. ;v) y 5 J ) jj ^ - ;v) -2- 
(1H->T y K-;w3_^;v)-/nif;v)4-(3-(f'J 7^n^^)7x-^)-l-e 

Mb 6 6] 



[0 10 2] 

HWH43 

4-(4-^nn7x-;v)-N.((lR, 2S)-l-(((3-((^f ;i^75/)^f ;i/)7x-;p) 
7^ y)*;V^-;l/)-2-(lH-^ > K-;P-3-^;v)7'nt:;v)-4-t Kn^y-l-lf^ 

[ft 6 7] 



lH NMR (400 MHz, CDC1 3 ) 8 ppm I 1.58 (d, J = 7.1 Hz, 3 H), 1.65 - 2.04 ( 
m, 5 H), 2.32 (s, 6 H), 3.19 - 3.34 (m, 2 H), 3.46 (s, 2 H), 3.54 - 3.63 
(m, 1 H), 3.78 - 3.93 (m, 2 H), 4.81 (t, J = 8.4 Hz, 1 H), 5.54 (brd, J 





tBSE#2 003-3106007 



#11 2003-076435 



^-v: 102/ 




= 7.6 Hz, 1 H), 6.96 (d, J = 6.9 Hz, 1 H), 7.03 (s, 1 H), 7.07 -7.18 ( 
m, 5 H), 7.30 - 7.37 (m, 5 H), 7.73 (brs, 1 H), 7.77 (d, J = 7.8 Hz, 1 H 
), 8.65 (brs, 1 H). 
LC/MS (ESI) m/z 588 (M+H+). 

mmmu 

N-((1R, 2S)-l-(((3-((v^f-;uT^y)^^;v)*7i-;v)T^y)*;v#~;v)-2- 
(1H->T y K— ;V-3->f /at? ;u) -4- K n * v-4- 7x- t?^ i; > # 

[ft 6 8] 



lH NMR (400 MHz, CDC1 3 ) 5 ppm : 1.57 (d, J = 7.1 Hz, 3 H), 1.64 - 1.74 ( 
m, 3 H), 1.91 (td, J = 12.9, 4.6 Hz, 1 H), 2.02 (td, J = 12.9, 4.6 Hz, 1 

H), 2.19 (s, 6 H), 3.26 (td, J = 12.9, 2.2 Hz, 1 H), 3.30 (s, 2 H), 3.3 
4 (td, J = 12.9, 2.2 Hz, 1 H), 3.56 - 3.64 (m, 1 H), 3.82 (brd, J = 12.9 

Hz, 1 H), 3.93 (brd, J = 12.9 Hz, 1 H), 4.83 (t, J = 8.3 Hz, 1 H), 5.52 

(brd, J = 7.6 Hz, 1 H), 6.94 (d, J = 7.6 Hz, 1 H), 7.01 (s, 1 H), 7.09 
- 7.45 (m, 11 H), 7.68 (brs, 1 H), 7.79 (d, J = 7.8 Hz, 1 H), 8.39 (brs, 

1 H). 

LC/MS (ESI) m/z 554 (M+H+). 



N-((lR,2S)-l-(((3-((>^7-;i/T^ ;)^f^)7x^)75 /) #;wi*-;l/)-2- 
(1H--T y V~)V-3-4 )U)7°U e;i/)-4-(3-^fJV7x-^)-l-^'J 9 J>%frtf 




:Jfe#il45 



tBK#2 003-3106007 




: 103/ 



N- ( (1R, 2S)-l-(((3-(('^f^r§>')^^)7i-^)75>')*A'#-A') -2- 
(1H--Y > K-;i/-3--f yn t°;l/)-4-(3-^ h * y7 .x~;l/)-i-tf^ y 

[ft 7 0] 




[0 10 3] 

N- ( (1R, 2S) -1- ( ( (3- ( ( 'J * ;v r 3 y ) ^ J-fr) y * - ;v) r 3 y ) * )V -2- 
(lH-^T > K-;V-3-^f ;v) 7*n \£ju)-i-4 y pi; > j&/M?*-9-$ k 



tail#2 003-3106007 




^-v*: 104/ 



N-((lR,2S)-l-(((3-((v ? ^-^;i/T5 /)>f;l/)7x-^)T^ )V^-)V)-2- 
(1H-^ > K-^-^jviyne^-iJ-yt Fn-2H-^ y>f > K- ;v_2- 

Mt7 2] 




^»!!49 

N-((lR,2S)-l-(((3-((^^f-;i/75/)^f;l')7x^;u)T5y))!7;i'^;u)-2- 
(1H--Y V K~A/_3_^ ^)7*n tf^)-4-(l-^7^;v)_i_e^i; ^>*^^#>9-5 
K 



j±JSE# 2003-3106007 



#M 2003-076435 



^-v! 105/ 



Hfc7 3] 




H 




N-((lR,2S)-l-(((3-((> ? ^^^T^y)^^^)7^^;i/)T^y)*;u^;i/)-2- 
(1H->T > F-;V-3--f;v)7 p nif;i/)-4-(4-7;Vje-n-7^-;i/)-3,6-vt Kn-i(2H 
)-\> 'j v > * ^ K 

Kfc7 4] 



[0 10 4] 

HM$I51 

N- ( (1R, 2S) -1- ( ( (3- ( ( y J ^ )V T ^ / ) * ^ ;V) 7 jc - )V) T $ J ) ii )V )V) -2- 
(lH->f > F-;i/-3-^ ?°n tf;v)-4-(2-7^^n 7ii^)-l-^'J v>#;ix 




F 



tHSE#2 003-3106007 



#M 2003-076435 



^-v*: 106/ 



# 




[ft 7 5] 




-F 



^»J52 

N- ( (1R, 2S) -1- ( ( (3- ( ( v ^ ^ ;v T 5 y ) ^ ^- ^ ^ - r 5 y ) ;v ;v) -2- 
(1H-^ > K-WJV)/ntfiV)-4-(2-( h i; 7Wn^f;p)7x-;i/)-3,6- 

Kn-i(2H)-e'; k 
Hb7 6] 



[0 10 5] 

»M53 

N- ( (1R, 2S)-l-(((3-((yxf ;P7 ^ 7 ) ^ f ;v) 7 x-;k) 7 ^ / ) * )V ^ ;v) -2- 
(lH--^ > K-^-S-f ;v):/n tf;i/)-4-"7^— ;i/-i-e^i; v>#;w-}?^-9-^ K 




ffiSE#2 003-3106007 



#H 2003-076435 



^-vl 107/ 



# 



lit 7 7} 




LC/MS (ESI) m/z 566 (M+H+). 

N-((lR,2S)-l-(((5-((y^f;V7 5y)^f;i/)-2-xh^y7x^l/)75y)* 
;l/^-;V)_2-(lH-^ > K-;V-3--f ;V) -/n if ;v)-4-7 jl— /U-l-l^y ;u 

Mfc7 8] 



lH NMR (300 MHz, CDC1 3 ) d ppm : 1.23 (t, J = 7.0 Hz, 3 H), 1.52 - 1.73 ( 
m, 5 H), 1.80 - 1.84 (m, 2 H), 2.20 (s, 6 H), 2.64 (tt, J = 12.0, 3.5 Hz 
, 1 H), 2.77 - 2.93 (m, 2 H), 3.32 (s, 2 H), 3.65 (dq, J = 7.5, 7.3 Hz, 
1 H), 3.81 - 3.93 (m, 2 H), 3.98 - 4.03 (m, 1 H), 4.10 - 4.14 (m, 1 H), 
4.89 (t, J = 7.5 Hz, 1 H), 5.31 (d, J = 7.8 Hz, 1 H), 6.68 (d, J = 8.3 H 
z, 1 H), 6.91, (dd, J = 2.2, 8.3 Hz, 1 H), 7.05 - 7.17 (m, 5 H), 7.20 - 
7.33 (m, 4 H), 7.75 (d, J = 7.6 Hz, 1 H), 7.96 (s, 1 H), 8.05 (s, 1 H), 
8.18 (d, J = 2.0 Hz, 1 H). 




tbiE# 2003-3106007 



&m 2003-076435 



^-v: 108/ 



LC/MS (ESI) m/z 582 (M+H+). 

N-((1R, 2S)-l-(((5-((v^ f^T $ J ) p< ^;i/)_2-^ v /a^y7x-;i/) 7 
y)^;y^;i/)_2-(lH--f > V-fr-^ )V)7°u\£)V)-A-~7 ^-)V-\-\l^) v> 

[11:7 9] 



LC/MS (ESI) m/z 596 (M+H+). 
HIWU56 

N- ( (1R, 2S) -l-(((5-((^f;P7^y)^ ^;i/) -2--^;v -7 x. - )V) r 5 J ) # ;u 
sK- )u)-2-(m-4 > K-;i/-3--f ;v) :/n fcf;v)-4-:7.x^.;i,-i-t:V<i; v 




K 



Hb8 0] 




LC/MS (ESI) m/z 566 (M+H+). 

[0 10 6] 
^»J57 



mtiE#2 003-3106007 



!&m 2003-076435 ^-v: 109/ 

N-((lR,2S)-l-(((3-((> ? ^^-;i'T< S)j*?-fl')-2-*?-fl'7x.~fr)T$ 

iitS 1] 




LC/MS (ESI) m/z 552 (M+H+). 
IU&$I58 

N-((lR,2S)-l-(((3-((^^-f-;i/T5 ;)^f^)7x-^)7^ y)^;u^-;v)_2- 
(lH->f > K-;u-3--f ;v) t?;V)-l,2,4,5-7- h 7 Kn-3H-3-^^ V*T-fe~fc? > 
-3-^;v^>^-^ K 
Hfc8 2] 




LC/MS (ESI) m/z 524 (M+H+). 

N-((lR,2S)-l-(((5-((v^;^T^ ;)^f^)-2-yn^i/7x-^)7^ y) 
^;l/sJ?^;i/)_2-(lH--f > K-;v_3->f ;V) 7"n li^)4-7x-M-^ V 



tBSE#2 003-3106007 



#M 2003-076435 



110/ 




Ut8 3] 




LC/MS (ESI) m/z 596 (M+H+). 
H»!160 

N-((lR,2S)-l-(((5-((vV^T5- y)^f;V)-2-(f.j 7)V*U * 1*^)7^ 

fc?^ v y ts )v tu' 

[ft 8 4] 



LC/MS (ESI) m/z 622 (M+H+). 
[0 10 7] 

N-((lR,2S)-l-(((5-((v^^^T5 y)^f-;i/)-2-(2-^ KyxK-»7x- 
;V)T^ y)#;W-K-A-)-2-(lH-^ > ¥-^-3-4 )V)7°u}d)V)-A-7 3u-)V-\-}£ 




tbfiE# 2003-3106007 



#H2 003-076435 



^-v: 111/ 



[ft 8 5] 




LC/MS (ESI) m/z 612 (M+H+) . 

N- ( (1R, 2S) -1- ( ( (3- ( ( V * ^ )V T 5 y ) * ^-)V) -7 i =. )V) T 5 J ) # )V) -2- 

(lH->f > K- ;V-3--f 7"n if -4- (2-^fiV7x^ ;u) -l- 1?^? ^ y y % ,v 



LC/MS (ESI) m/z 553 (M+H+). 
HJ&M63 

N-((lR,2S)-l-(((5-((> f y^;i/T5y)y^;i/)-2-y F^>7xa;v)7^)* 
;v^-;v)_2-(ih-W > K-;i/-3-^ )V) fu t°;v)-4-(2-^ ^-;u)-i-tf ^ 



[fk8 6] 




N 




tf}|E# 2003-3106007 




003-076435 



^--^ : 112/ 



UtS 7] 




N J HN^O 
H T 



6r 



1H NMR (300 MHz, CDC1 3 ) <J ppm : 1.58 (d, J = 7.2 Hz, 3 H), 1.69 (s, 1 H) 

, 2.20 (s, 6 H), 2.31 (s, 3 H), 2.88 (t, J = 4.5 Hz, 4 H), 3.31 (s, 2 H) 
3.46 - 3.61 (m, 7 H), 4.95 (t, J = 8.1 Hz, 1 H), 5.41 (d, J = 8.1 Hz, 1 
H), 6.66 (d, J = 8.3 Hz, 1 H), 6.91 - 7.04 (m, 3 H), 7.07 - 7.21 (m, 5 

H), 7.33 (d, J = 7.5 Hz, 1 H), 7.72 (s, 1 H), 7.80 (d, J = 7.5 Hz, 1 H), 
8.07 (s, 1 H), 8.13 (d, J = 1.9 Hz, 1 H). 

LC/MS (ESI) m/z 583 (M+H+). 

N-((lR,2S)-l-(((5-((^f-;V7^)^f;i/)-2-xf^y7x-;v)7^)^ 
)V#=.)\,)-2-(W-j y K-;V-3-^f )V) ~?u \£)V)-A-{2-^ f-fcy i^;v)_i_fc>? 

[ft 8 8] 




N HN^O 



6r 



LC/MS (ESI) m/z 597 (M+H+). 
[0 10 8] 



ffiliE#2 003-3106007 




#M 2003-076435 



^-v: 113/ 



N-((lR ) 2S)-l-(((3-((^^^75/)>f;l/)7x^;i/)75y)*;u^)- 2 - 
(1H--T ^ K-;v_3--f E 1 ;v)-4-(4-7;vt n 7x^;v)-i-^7 )v 



Mb 8 9] 




JPl 1 



LC/MS (ESI) m/z 557 (M+H+). 
£Jfefll66 

N-((lR,2S)-l-(((5-((v^;l^ S)j**jv)-2-* f4y7x-;i/)7^)* 
;v^-;v)_2-(iH->r > K-;l/-3-^;i/)7 p n ^)^-(4-7WD7xi^)-i-e 

[<fc9 0] 




N-* HN^O 
H T 



F 



LC/MS (ESI) m/z 587 (M+H+) 



N-((1R, 2S)-l-(((5-((^f;i/7^)^^)-2-xh^y7xz;i,)7^)^ 
;i^-;v)_2-(iH-^ > K-;i/-3-f ;v) 7*d t?;v)-4-(4-7 7 



tHfiE#2 003-3106007 



#H 2003-076435 



^-■5>: 114/ 



lit 9 1] 




lH NMR (300 MHz, CDC1 3 ) S ppm : 1.23 (t, J = 7.0 Hz, 3 H), 1.58 (d, J = 

7.4 Hz, 3 H), 2.39 (s, 6 H), 3.00 - 3.09 (m, 4 H), 3.43 - 3.66 (m, 6 H), 
3.79 - 3.93 (m, 2 H), 4.86 (t, J = 7.5 Hz, 1 H), 5.35 (d, J = 7.7 Hz, 1 
H), 6.71 (d, J = 8.3 Hz, 1 H), 6.84 - 6.90 (m, 2 H), 6.95 - 7.01 (m, 3 

H), 7.05 - 7.17 (m, 3 H), 7.32 (d, J = 7.9 Hz, 4 H), 7.73 (d, J = 7.7 Hz 

, 1 H), 7.88 (s, 1 H), 8.19 - 8.20 (m, 2 H). 

LC/MS (ESI) m/z 601 (M+H+). 



N-((lR,2S)-l-(((2-(v^^;VT5y)-5-((v^^^T^y)^^;V)7 J c^;i/)r 
Ut9 2] 




N-^ HN^O 
H T 




LC/MS (ESI) m/z 581 (M+H+). 



fcti!iE# 2003-3106007 



mm 2003-076435 v : 115/ 

[0 10 9] 

N-((lS,2R)-l-(((3-((> ? ^^;VT5 y)^f^)7x-^)7^)*;!/^;V)-2- 
(1H--T > K-;v-3— T ;v) -/n tf ;v)-4-7 j.— ;v-l-fcf^ V 5> vfc /Mf^MJ- 5 K 
Hfc9 3] 




LC/MS (ESI) m/z 538 (M+H+). 
*»J70 

N-((lS,2R)-l-(((5-((v^ f;V7 5 y ) * ?-)V)-2-X- b^y7x^V) T < y)% 
;V^-;V)_2-(lH-^ > ;V) 7n ejV)-4-7x-jV-l-^'J V>iJ)V 

^•9-5 K 
[ft 9 4] 




LC/MS (ESI) m/z 582 (M+H+). 

N-((1R, 2S)-l-(((5-((^^;i/T3 y)^^;i/)_2-(b V 7Wd^;v)7x- 
;V)T^ y)*;i/^;i/)-2-(lH--f ^ K-;l/-3-^ )V) -fxi x.=.)V-l-\£ 

tBSE#2 003-3106007 



2003-076435 



^-v: 116/ 



Ut9 5] 




LC/MS (ESI) ra/z 606 (M+H+). 

N- ( (1R, 2S) -l-(((5-((y^^7<y)^f ;i/) -2- (1- \£ u i; >? - )V) y =. )V) y 
^y)i3)V )V) -2- (m-4 > K— ^-3--f ;v) ^nt>)-4-7i- ;^-i_ tf ^ y >? 

[-ft9 6] 



LC/MS (ESI) m/z 607 (M+H+). 
[0 110] 

N-((lR,2S)-l-(((5-((v^^T^ y)^5^)-2-^ ^77x^)7^)5!, 
;i/^-;i/)_ 2 -(iH-^ > K-;v_3-^ ;i/) 7°u fc?;v)-4-"7 i~;i/-i-k:V^ v V * ;v 




ffiSE#2 003-3106007 



#M 2003-076435 



^-v: 117/ 



[ft 9 7] 




o 



0 
6 



LC/MS (ESI) m/z 569 (M+H+). 

N-((lR,2S)-l-(((5-((yVf^7^)^f^)-2-xh^y7x^;V)7^)j!; 
;v^*-;v)-2-(lH-^ > K-;w3--f ;v) 7n tf;v)-4-:7 x^;i/-i-t°^7 v ;v 

[ft9 8] 



LC/MS (ESI) m/z 583 (M+H+). 

N-((lR,2S)-l-(((5-((^?-;VT3 S)*?-)\>)-2-* f^y7x-;V)7^)* 
;V^-;v)_2-(lH--f V K-;l/_3_^ y n e/l/)^4-(2-«* ^-)Vy x.-)V)-l-\£s< 




0 




tBtE# 2003-3106007 



#M 2003-076435 



^-v : 118/ 



[ft 9 9] 




LC/MS (ESI) m/z 582 (M+H+). 

N-((lR,2S)-l-(((5-((v^?-;l/T 5 J) *?-)\,)-2-* f^fy7x^)T^)* 
;i/**~;V)-2-(lH--f > F-;M^JV)ynt:»-4-t Ku^ v-4-7^-;V-l-tf 

[fti o o] 



LC/MS (ESI) m/z 584 (M+H+). 
[0 111] 

4-(4-^no-7i-;V)-N-((lR,2S)-l-(((5-((^^^;i/T^y)^^-;W-2-^ 
* v-1- V $; > t> ^ K 




tHSE#2 003-3106007 



#M 2003-076435 



I 119/ 



[it 1 0 1 ] 




CI 



LC/MS (ESI) m/z 618 (M+H+) . 

N-((lR,2S)-l-(((5-((v^^;VT^ J)*?-}V)-2-3- h4y7x-jV)7^)* 
;i^^;v)_2-(iH-^ > K-;V-3--f ;v) 7°n t°;ix)_4-(2-^ f-;V7 ,x-;l/)-l-fcf^ 

Kbi o 2] 



LC/MS (ESI) m/z 596 (M+H+). 

y ) # ;v) -2- (ih-^T > K— ;v-3->f ;W 7°n tf ;v) -4- (2-y ?-;i> 7 x. - -l- 




£BfiE#2 003-3106007 



#M 2003-076435 



^-v: 120/ 



Hfel 0 3] 




LC/MS (ESI) m/z 610 (M+H+) . 

mmmso 

N- ( (ir, 2S) -l- ( ( (5- ( ( v y ^ ;v T 5 y ) * ■f- ?v) 7 x - r ^ J ) * ;v 
*K-;V)_2-(lH--f > K-;w3_^ ;v)yn tf;i/)_4_(2_y f ;V7x-;V)-l-t:^'J 

Htl 0 4] 



LC/MS (ESI) m/z 580 (M+H+). 
[0 112] 

4- -> ? O ✓v* ;V-N- ( (1R, 2S) -l-(((5-((y>fJV7^)^;v)-2-^I>^y7 
i-ii/)7^)*;v#-jP)-2-(lH-^ > K-;i/-3--f ^/n 




ffiliE#2 003-3106007 



#M 2003-076435 



^-v: 121/ 



lit 1 0 5 ] 




"M 



0 
6 



LC/MS (ESI) m/z 575 (M+H+). 

mmms2 

4->^n^v;wN-((lR,2S)-l-(((5-((^^^;vr^y)^^;v)-2-^h^->7 
x-;i/)T5y)*^^;i/)-2-(lH--f > K-^-3-^ 7°n lf;i.)-i-tf ^ ^>' 
1 0 6 ] 



lH NMR (300 MHz, CDC1 3 ) d ppm : 1.01-1.30 (m, 6 H) 1.22 (t, J=6.97 Hz, 
3 H) 1.56 (d, J=7.35 Hz, 3 H) 1.74-1.90 (m, 4 H) 2.20 (s, 6 H) 221-2.29 
(m, 1 H) 2.42-2.57 (m, 4 H) 3.24-3.46 (m, 6 H) 3.55-3.69 (m, 1 H) 3.74-3 
.96 (m, 2 H) 4.87 (t, J=7.44 Hz, 1 H) 5.27 (d, J=7.72 Hz, 1 H) 6.69 (d, 
J=8.29 Hz, 1 H) 6.92 (dd, J=8.29, 2.07 Hz, 1 H) 7.01-7.20 (m, 3 H) 7.31 
(d, J=7.91 Hz, 1 H) 7.74 (d, J=7.72 Hz, 1 H) 7.92 (s, 1 H) 8.04 (s, 1 H) 
8.17 (d, J=1.88 Hz, 1 H) 




0 




t±SiiE#2 003-3106007 




#£g 2003-076435 



122/ 



LC/MS (ESI) m/z 589 (M+H+). 



N-((lR,2S)-l-(((3-((v^^;vr^y)^^;W-7^-;v)T^y)*;^-;P)-2- 
(lH-'f > K- ;v-3--f fu tf -4- (2-(hV7;^n^^)7x- tf 



Hbl 0 7] 




I 



N J HN^O 
H T 




lH NMR (400 MHz, CDC1 3 ) 8 ppm : 1.58 (d, J = 8. 1 Hz, 3H), 1.66 - 1.78 ( 
m, 4H), 2.20 (s, 6H), 2.85 - 2.96 (m, 2H), 3.06 - 3.09 (m, 1H), 3.30 (s, 
2H), 3.54 - 3.62 (m, 1H), 4.02 - 4.17 (m, 2H), 4.85 (t, J = 8.3 Hz, 1H) 
, 5.36 (d, J = 8.1 Hz, 1H), 6.96 - 7.37 (m, 9H), 7.48 - 7.52 (m, 2H), 7. 
63 (d, J = 7.8 Hz, 1H), 7.81 (d, J = 7.8 Hz, 1H), 8.19 (s, 1H). 
LC/MS (ESI) m/z : 606 (M+H+) 

N- ( (1R, 2S) -1- ( ( (3- ( & * 3- )\s T 5 J ) * ^-;l/) 7 ^ )V) T * J ) U )V tf- )V) -2- 
K 



tbfiE#2 003-3106007 



&m 2003-076435 



^-v: 123/ 



lit 1 0 8 ] 




iH-NMR (400 MHz, CDC1 3 ) 8 ppm : 1.50 (d, J = 7.3 Hz, 3H), 1.57 (s, 6H), 
1.89 - 2.09 (m, 4H), 2.60 (s, 3H), 2.58 - 2.64 (m, 1H) 3.26 - 3.36 (m, 
2H), 3.58 - 3.83 (m, 3H), 3.62 (s, 2H), 4.84 (dd, J = 8.3, 5.4 Hz, 1H), 
5.04 (d, J = 8.3 Hz, 1H), 7.04 - 7.37 (m, 13H), 7.63 (d, J = 7.8 Hz, 1H) 
, 8.10 (s, 1H). 
LC/MS (ESI) m/z : 568 (M+H+) 
[0 113] 

N-((1R, 2S)-l-(((3-((S^ ^;VT ^ J ) * 7ju-)V) 75/)^ )V)-2- 
(1H--T > K-;k-3-^v)7 , Dk t ;i/)-4-t Kndf- v-4-(2-^ ^f-)Vy *.-)V)-\-\£^ 

lit 1 0 9 ] 



lH NMR (400 MHz, CDCI3) a ppm : 1.56 (d, J = 7. 1 Hz, 3H), 1.92 -2.14 ( 
m, 4H), 2.18 (s, 6H), 2.60 (s, 3H), 3.16 - 3.42 (m, 5H), 3.55 - 3.62 (m, 




fctJfiE# 2003-3106007 



#IS 2003-076435 



v> : 124/ 



1H), 3.86 (dd, J = 44.6, 12.8 Hz, 2H), 4.83 (t, J = 8.3 Hz, 1H), 5.47 ( 
d, J = 7.8 Hz, 1H), 6.94 - 7.26 (m, 9H), 7.31 - 7.35 (m, 2H), 7.62 (s, 1 
H), 7.78 (d, J = 7.8 Hz, 2H), 8.32 (s, 1H). 
LC/MS (ESI) m/z : 568 (M+H+) 

N- ( (1R, 2S) -1- ( ( (3- ( ( V * * )V T 5 J ) ^ ^ )V) 7 - )V) T 5 J ) U )V ;V) -2- 
(1H--T > K-;v-3-^^)-7°n tf;v)-4-(2-^^-;V7^-r.;i/)-i-t:^i; v>*;^^ 

[Ifcl 1 0] 



1H-NMR (400 MHz, CDC1 3 ) d ppm : 1.22 (t, J = 7.6 Hz, 3H), 1.58 (d, J = 
7.1 Hz, 3H), 1.61 - 1.72 (m, 4H), 2.20 (s, 6H), 2.69 (q, J = 7.4 Hz, 2H) 
, 2.82 - 2.96 (m, 3H), 3.30 (s, 2H), 3.58 - 3.63 (m, 1H), 4.02 - 4.19 (m 
, 2H), 4.84 (t, J = 8.2 Hz, 1H), 5.42 (d, J = 7.8 Hz, 1H), 6.95 - 7.21 ( 
m, 11H), 7.35 (d, J = 8.1 Hz, 1H), 7.61 (s, 1H), 7.80 (d, J = 8.1 Hz, 1H 
), 8.30 (s, 1H). 
LC/MS (ESI) m/z : 566 (M+H+) 

N-((lR,2S)-l-(((3-((vV^;l-r^ S)*^)l>)7^-)l')T<y)%)Vtf~)i<)-2- 
(1H-4 > K-;v-3--T )V) ~fu fc?;i/)-4-t: Kn^->-4-(l,3-f TV-^-'f 




ffiiE# 2003-3106007 



#H 2003-076435 



^-v: 125/ 



[ftlll] 




lH NMR (400 MHz, DMS0-d 6 ) 8 ppm : 1.33 (d, J = 7. 1 Hz, 3H), 1.64 - 2.03 
(m, 4H), 3.07 - 3.16 (m, 2H),3.36 (br, 1H), 3.51 - 3.59 (m, 3H), 4.45 ( 

t, J = 7.4 Hz, 1H), 6.08 (br, 1H), 6.38 (d, J = 8.4 Hz, 1H), 6.95 - 7.06 
(m, 2H), 7.15 (d, J = 2.0 Hz, 1H), 7.33 (d, J = 7.8 Hz, 1H), 7.54 (d, J 
= 8.4 Hz, 1H), 7.59 (d, J = 3.3 Hz, 1H), 7.72 (d, J = 3.3 Hz, 1H) 10.82 
(s, 1H). 

LC/MS (ESI) m/z : 429 (M+H+) 

H»088 

N- ( (1R, 2S) -1- ( ( (3- ( ( V * )V T 5 / ) ^ ^ )V) y ^ - ;v) 7 5 J ) # )V )V) -2- 
(1H--T > K-;i^-3--r )V) ~fu tf;l^)-4-(4-^ ;v)-l-t? 

[it 1 1 2 ] 



iH-NMR (400 MHz, CDC1 3 ) a ppm : 1.59 (d, J = 6.8 Hz, 3H), 1.72 -1.85 (m 
, 2H), 2.17 (s, 6H), 2.04 - 2.24 (m, 2H), 3.30 - 3.36 (in, 5H), 3.67 - 3. 
72 (m, 1H), 3.82 - 3.88 (m, 2H), 4.78 - 4.83 (m, 1H), 5.98 (br, 1H), 6.8 




tBSEiff 2 003-3106007 



#H 2003-076435 



126/ 



1 - 6.87 (m, 2H), 7.00 - 7.28 (m, 7H), 7.71 (d, J = 3.2 Hz, 1H), 7.77 (d 
, J = 7.8 Hz, 1H), 8.20 (brs 1H), 9.05 (brs, 1H). 
LC/MS (ESI) m/z : 561 (M+H+) 
[0 1 14] 

N-((lR,2S)-2-(lH-^ > K-;V-3-^;V)-l-(((2-(h V u T-b^;W-l, 2, 3, 

- V v? > # )V -9- 5 K 

Uti l 3] 



(2R,3S)-3-(iH-^ y K-;v-3--r ;v)-2-(((4-7^^;v-i-e^»; v~)V)*)Vi$ 

~)1>)T< ;)7°?>m. (304 mg) . 2-(f 'J 7;i/tn7-bf ;l/)-l,2,3,4-f f 
7tFo-7-^yipy.j>7r/ (105.7 mg) , WSC (220 mg) ££OT)Bt (150 

rag) <DT*Y-hV)l< (2 mL) — THF (2 mL) ^T'16B#^# 
L£ 0 RJ£i#i£&^m^;P (2 mL)T«RL7^ ^0^:^ h V -7 AtKv« 

(2 mL) -tK (2 mL) ^Px.TjStB L£ 0 # ?A ? nv h ?7 7 4 - 

tzmmzjtftfy h (sio 2 , 5g, ^mfg : A^t>/^ X f^=io/i 
~i/i)^iiLt, m.mik&m*&&T*)V7T*t (350 mg, jr$7 

9%) o 

LC/MS (ESI) m/z 632 (M+H+). 
[0 115] 




£BSE#2 003-3106007 



&m 2003-076435 



^-vl 127/ 



N- ( (1R, 2S) -2- (1H--T > K - ;V-3--f ;i/)-i-(((2-( h V 7Hn7-bf;V)-l,2,3, 
4-t- h?t Kn-7-^fy^y 'J - ;V) 7 U ) * i^'-^) k'^)-4-(2-> f ;i/ 

mi 1 4] 



LC/MS (ESI) m/z : 646 (M+H+) 

4-(4--7;ix^n-7^-;i,)_N-((iR,2S)-2-(lH-f > ;v)-i-(((2-( h >; 

Hfci l 5] 



LC/MS (ESI) m/z : 650(M+H+) 
HJ1iitf!}92 

N-((lR,2S)-2-(lH--Y > y-)l^-3-4 ;V) -!-((!, 2, 3, 4-t f7t Kn-7--f 





F 



tBSE# 2003-3106007 



#M2 003-076435 




^-i? I 128/ 



frffcl 1 6] 



N-((lR,2S)-2-(lH-W y K-;V-3-^)-l-(((2-( h V 7^tQ7W)-l,2, 
3, 4-f- h 9 K n -7- ^ v * y V - ;v) r 5 y ) * ;v aj? - ;v) ^ n tf ;v) -4- 7 a. - )V 

K (304 mg) ©^^y-^ (15 mL) i^C. 10% 

(6mD zmu-etoz., lemmmnLtzo ej&*t«, 

^LT, ^i^!ft^fiM*i:Lt||^ (282 mg, ^95%) 0 
LC/MS (ESI) ro/z 536 (M+H+). 
[0 116] 

HMM93 

N-((lR,2S)-2-(lH-W > K-^-3--r;V)-l-((l,2,3,4-^ h 5 Kn-7-^ y 
y-^7^y)*;v /u) y n tf -4- (2- ^ ^ jv y ^ - _i_ t?^ i; 5; > # ;i/ 




fflgEijf 2 003-3106007 



<Wm 2003-076435 



^-v: 129/ 



Hbi 1 7] 




- HN 



■JOG 



iH-NMR (400 MHz, CDC1 3 ) $ ppm : 1.57 (d, J = 7. 1 Hz, 3H), 1.62 - 1.76 ( 
m, 2H), 2.14 - 2.19 (m, 2H), 2.34 (s, 3H), 2.66 (t, J = 5.6 Hz, 2H), 2.8 
2 - 2.93 Ob, 3H), 3.00 - 3.11 (m, 3H), 3.51 - 3.59 (m, 1H), 3.75 - 3.84 
(m, 2H), 4.03 (dt, J = 13.0 Hz, 1H), 4.17 (d, J = 13.0 Hz, 1H), 4.87 (t, 

J = 8.3 Hz, 1H), 5.43 (d, J = 8.3 Hz, 1H), 6.71 - 6.73 (m, 2H), 6.84 (d 
, J = 8.5 Hz, 1H), 7.08 - 7.21 (m, 7H), 7.35 (d, J = 7.8 Hz, 1H), 7.78 - 

7.80 (m, 2H), 8.33 (br, 1H). 
LC/MS (ESI) m/z : 550 (M+H+) 



4-(4-7^^n7^-;l/)-N-((lR,2S)-2-(lH->f > y~)V-Z-<i ;i/)-l-((l,2, 3,4- 
T h ^t: Kn_7--f y^y 'J - ;i/7 ) * ;^f^;y) t?;v)-i-k^ij 

lit 1 1 8 ] 



H»!l94 




F 



HiiiE#2 003-3106007 



#M 2003-076435 




130/ 



• 



iH-NMR (400 MHz, CDC1 3 ) a ppm : 1.48 - 1.83 (m, 4H), 1.57 (d, J = 7.3 H 
z, 3H), 2.61 - 2.68 (m, 3H), 2.81 - 2.94 (m, 3H), 3.06 (t, J = 6.0 Hz, 2 



8.3 Hz, 1H), 5.36 (d, J = 8.3 Hz, 1H), 6.67 - 6.72 (m, 2H), 6.87 (d, J 
= 8.1 Hz, 1H), 6.96 - 7.02 (m, 2H), 7.10 - 7.30 (m, 5H), 7.36 (d, J = 8. 
1 Hz, 2H), 7.80 (d, J = 7.8 Hz, 1H), 8.10 (s, 1H). 
LC/MS (ESI) m/z : 554 (M+H+) 
[0 117] 

N- ( (1R, 2S) -1- (((5-(2-7^if;V)-2-^^y 7 x-;v)7^)*^ tf- )V) 
-2-(iH--f y K-;v-3--T ;v)yn y£^)-i-y ^ - ;v_i_ti^i; K 
Utl 1 9] 



(2R, 3S) -3- (1H--T > K- )V) -2- (((4-7i- if ^ >; V - )V) # ;i/ s}? 

~)U)T<y)y?>Wi (164 mg) , N-[2-(3-75/-4-^ Y **yy ^ 
^]-2 > 2,2-f'j7;i/tn7^h75 K (98 mg) . WSC (102 mg) &£OT)Bt (8 
6mg) (0.8 mL) - THF (0.8 mL) m.&mWLZm^.X^BWim 

^^THF(6.0mL)lc^L, 10%RM* V ^ AtK^ (2.0mL) ^iflX-T. ^ 

mm. u ?mik, $mirz> ztKx^ xm.mt&m*mz 0 (205 mg, 1^93% 

) o 



H), 3.47 - 3.55 (m, 1H), 3.84 (s, 2H), 4.01 - 4.47 (m, 2H), 4.84 (t, J = 
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!H-NMR (300 MHz, CDC1 3 ) S ppm : 1.43 - 1.75 (m, 4 H) 1.57 (d, J = 7.2 H 
z, 3 H) 1.78 - 1.90 (m, 2 H) 2.58 - 2.73 (m, 3 H) 2.80 - 2.97 (m, 4 H) 3 
.50 - 3.65 (m, 1 H) 3.54 (s, 3 H) 4.01 - 4.19 (m, 2 H) 4.94 (t, J = 7.9 
Hz, 1 H) 5.33 - 5.43 (m, 1 H) 6.63 (d, J = 8.3 Hz, 1 H) 6.75 - 6.80 (m, 
1 H) 7.03 - 7.25 (m, 6 H) 7.31 (t, J = 7.3 Hz, 3 H) 7.77 - 7.85 (m, 2 H) 
8.07 (s, 1 H) 8.19 (s, 1 H). 
LC/MS (ESI) m/z : 554 (M+H+) 
HWH96 

N-((lR,2S)-l-(((5-(2-T5 y^)V)-2-^ F^y7x^;v)75/)*^f-;V) 
-2-(lH--f y K-;w.3--f )V)~7u \£ )i>)-A-{2-* ^-)Vy i~;l/)-l-fc?^y 

mi 2 0] 




m MM95 tmni~Lx %mft&m % mat l tz 

LC/MS (ESI) m/z : 568 (M+H+) 



[0 118] 

wm\m 1 

(1) mmmix-n^>fitz^m 

(2) v-x 

(3) ^tD3y» 

(4) h^^ennv» (<d*)VO 

(5) xfT'J^v^y^A 

(6) i])V tf*i'**f-}V*_)Vu~-*i3)i,^*7 2± 



0 . 4 m g 

'2 Q ? Omg 



5 0. Omg 
3 4. Omg 
10. 6mg 



5 . Omg 
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ff- 



12 0. Omg 



nt&^v^ ±ib (i) ~ ( 6 ) *m.^ik, m\mK£*)tt®:i„ mm§z> 



[0 119] 

W002/16350lC|gm<7) kb • W f^^f >v^ 7 ^- 2 |ISCH 0«ft N 
SSTR2-HS5-9»t, «^b^%<7)^##:^|a^ (%) 

f 1\ SSTR2— HS5 — 9 (1 X 1 0 »«) £ 5 mM EDTA*8fcbnLfc 
U>««Mt^aAifaK (PBS-EDTA) KJMS-safcfcLfco «?>^W 
b»:ttI**y^-h/N'y7 7- (10 mMNaHC03, 5 mM EDTA, 
PH7.5) £ 1 0 mlflnx.. nnv^fff-^t**^^- f L 
fco 4 0 OXg-ei 5^Wa^LT»f>tL^±»*Sfetcl 0 0, OOOXg-e 

- [25mMTris— HCK 1 mMEDTA {^-=f-\^y-JT ^ >Egff£B0 
0.1% B S A (^vjfliyf T;V-7^ >) N 0. 2 5 mM PMSF (7x^;i^^- 
)VK)V*-)V7)\,*7jY) , l^g/mi ^xf^y^ 2 0,/g/ml n^y^ 
>\ 1 0^g/ml -7*.x:7*7=- KV, pH7. 5] U 1 0 0, 0 0 OX 

gt'l^K^LTto LT|IlJfc$;ftfcjRM#£:Ba?2 0 ml©7yfe>f 



y"7r- [25 mM Tr i s-HC K 1 mM EDTA (xfi/>^ 7 5 >W& 
Bfc) , 0. 1% BSA ^i/HmrJUT^» , 0.2 5 mM PMSF (7.x- 
^m^^7^?>fK) , l^g/ml 2 0^g/ml 

^ 10//g/ml 7*^7*9^ pH7.5] LT 3 ^g/ml £ 

U f-^-^H 173// l-f o#&Lfc 0 tM^ft*i»L^DMS 0^2 

2 0 0 (1 2 5 i-y^^^f 

>-l 4 : Tv^^AttB) 2 5^1fcfcmi*fc*aiLfco ft********" 



mgE# 2003-3106007 



mm 2003-076435 _ ^-v ? : 133/ 

Ztzifrte, DMSO 2yult 2 0 0 pMO 1 2 5 i - y v js ^ ^ ^ 2 5 1 1 & 

muLfzRfBm^mmLfzo ttz, 3mmtt&&*nm-f2>fztbK, ioo^m 

OWf7^f>(7)DMS O'&fc 2^1t 2 0 0 pM<7) 1 2 5 i-y^M^f 
>-14« 2 5 fx l^*-»L7t^jS^^ISIBf ^pMLfCo 2 5°CT*6 0^ 

r^M/s^^^ *°>;j^i/>^ ^ ^^at7t»7 ? h-r>^^^7-f (g 

F-B) *fflv»TRjE&^4riR5l*jatfeo *>itf£> y * > * -Zm^TZfa 
JtK&ofcl 25i- v -7b^^^>'-i 4 0jjc*HS14*S!l3gL/io i J) 

, (10-6M) O*&£-0i#2fs (%) *$ttbtio [^i] Ktf1~ 

o 

(TB-SB) / (TB-NSB) X100 

tb : m^m^-mmit 

n s b : ###l^2&l^t4 

[*1] 



mmwitt &^mmm (%) 

1 98 

2 100 
5 4 100 

6_Z 96 

[0 12 0] 

-lft«ft*&OSD? y h (It'ft, 7>I*fr) «lt^tf(3mgAg#:fi)^^tf0.5% 
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^-v! 134/E 



rA>*=r>WkB£*. «rffl^r, 7i? 

^;i/#=f>ag«t<^J £ 100% h L Mb^S^t^^* 

il^kgpO^;V*rf^jftJK^^HJ [y^JjzryfrB (% of contro 

i) j awfc, isms- [^2] i^i-o 



[0 12 1] 



[*2] 



?>:ft=f>>gHfc (% of control) 



mtiE# 2003-3106007 



#H 2003-076435 



mm 




l±JiE#2 003-3106007 



#1S2 003-076435 



m m~ a m m m m. 



[000002934] 
1 . ggSS^JI B 1 9 9 2^ 1 £ 2 2 a 



